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m&m i ] TIB5S; ( i ) 

RV MCH 2 ) p - N - J ^ 

(I) 

7^^S> Tfrjv$;vm. c 2 ~c 7 T)ii3 ; -f;i^ c 2 ~c 7 r;ni^t/^;i/3j<- 
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-jvm. b^-i/iiJUA^^ 7^;i, Xtt^K KI 

mnmz. mmm^itc^cQyjv^jvm. c 2 ~c 6 T)ur-;m, c 2 ~c 6 

7 31=71/31, C 3 ~C 5 T;i/3r C 3 ~C 8 S/? □ Tfr^Jim 

)vtf**sjim. bKn^j/l, ^>^/-r;i/S. S/77t, h'J7^tn^5 i M 
, (c^CgT;!/^;!/) 7^;i, xtt*? (c^-Cgy;^;!/) y$.;mit 

x», -co-, -so r , -ch 2 - -cs- xiz%.l@i$zm? 0 
rt*, oxizizm-t, 

Ytt, - (R 4 ) C = C (R 5 ) -S-, Xtt-NR 8 -^t 0 
R 4 , R 5 , R 6 ^R 7 », IM-3tiiH&oT, *fitifC^\ AD^>I?, UK 
U**/m. i/TJm, -bum. j3)\siK*ci/)\,m. C^CQTJV^r^m. c 3 ~ 
0£/Vum,*frm. C 2 ~C 6 TJVr=.;m, C^CgT^n^t/^ Cj-C 
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^>^;b^^>>s, ^>y-r;i/T^ y^, c 2 ~c 7 r;b# 
y-r;vS, c 2 ~c 7 r;i/rr^r^^;i/^-;i/S, c 2 ~c 7 y;i># 7 
c 2 ~c 7 7MM^7*;i, c r c 10 i/^n7;i/*;^;P7^S, c 3 ^ 

(c^CgT^dp;!/) y^/& *; (c^-CgT^*^) r^s, 
=e>f;i/3£, c 2 ~c 7 N-T;i/^;i/^;b/i^-f;i/a, c 4 ~c 9 n->>* utjv^jv 

R 4 > R 5 , R 6 ^R 7 {C^^SMiH*^ ^Sg|^v^^ic 1 ~c 6 T;^^^ c 

2 -c 6 r;b>7--^s, c 2 ~c 6 yj]s*-)m. 7i-m, c 3 ~c 5 r;b^i/> 

Cg-Cg^ny;!,*;^ C 3 ~C 8 ^n7M_M, C^CgT^n 
*>>3fi, (C^CgT^ndr^) (C^CgT^ndpi/) « % 7xc;v ( Cl ~ 
C 6 r;i/rtdri/) C^CgT^^V^S, y^>>«. ^7 (C^CgT;!/ 

7^;i, (c^CgT;!/^;!/) y^y^, tfnys?-;i^ tr^y*? 
;l^> (c 2 -c 7 r;i/^^^;i/) i^y^;^ c 3 ~c 7 :7*#as, 
-r;v«, c 2 -c 7 N-r;i/^;i/^;w\*^-r;vs> c r c 9 N-j/^n7^w 

N-7i-;i/*^>f;H, N- (C 7 ~C 12 :7ai^;i,y;i/* 

c 2 ~c 7 t;v% ; -uvr$ sm. c 2 ~c 7 r;i/=i^i/^;i/ 

c 6 r;i/=¥;i/x;i/^-;i/^ ^it^um^t Lxmmm*. mnm*. 
^Mxit^^mmmmz £ o xmm^nx ^x % & v^ 0 

R 8 &, ^M^XttC^CgT^^^SSr^L, R 8 {Cfe^SC 1 ~C 6 r;i/^ 
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mmm&wtnnjfym*. tiKn^s, t>rjm. -hum. 
tfiri/jim, tDVA^jjv^ rr-vjm, c 3 ~c 8 ^^7 

. ^aiydps/«> s<>V)i**ism. s<yp)\s7t*ci/jj)vtf~jim. c 2 ~c 7 y 
c 2 ~c 7 7;^;^^7^;i, c 2 ~c 7 N-y;b^;b^;i/A^>r;i/S. c 

V*. ] 

i$ icf^ $ ti s c x ~ c 6 r ji * ;i/#in^ 

[»*«2] UffiS; (i) iz&^t, x^-co-"eft5f*gii:Bi 
©tr^y *©38^»fc##Sfts»#flii#;, Xtt*©a6^&jc## 

$ *i § c x ~ c 6 y ^ ^;i/#^u#: < , 

[M«4] KTffi* (I) fC*SV>T, X^-CH 2 -T?ftS8t^iK:ffi 

n5c r c 6 r;i/^^#iii# 0 

[»*«7] tuIB^I (I) JCfcV%T, Yifi- (R. 4 ) c = C (R 5 ) -T*& 
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«»*«iKiK«©tr^y pymmfa. ■zom&mtz&mztizmttijafc xiz 
c»**9] mm* (i) k^t, Y^-NR 8 --e*s»#3sifcaa 

[ft^gii] tulB^: (I). {CfeV\T, q = 0t$y, ^or = 0T*$5 

<z>m^&$ izftm £ ti s c j~ c 6 r ^ 3f ;^#}&ii^Co 

<z>m^m izffi-m $ n & c x ~ c 6 r ji * ;i/#*n^„ 

1 4 ] at$:g i~i3 <D^irhfrimzmM(Dmm& ( i ) 

m&m 1 5 ] m&iM 1-13 ©v^^au^cfB^ifriass; ( 1 ) xm 

cis^ 1 6 ] mmmmtfr \;»*~m£mx$>z>m^ 1 5 izmm<o^ 
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[0 0 0 1] 

^n->^©^3£ttj»^s> mmmmmm. &wm&mm&.. ftmmmu&m 

ximm^jsmm^ &m®. x&mmtTMti&momuxumwi 
^ommtfrnnomy. mmz^m^nm^m^x^smm. ^hiv ct: 

0®(Cjg0tSx^X (AIDS :^'&&^:£:^ 
#) lZtt-tzmmmR&/XlZ=?MM£. ttWI^^SC C R 3 Mift&Iic 

CO 0 0 2] 

£:bT££>x.6,*iTV^ Busse.W. W. J. Allergy 

Clin. Immunol. 1 9 9 8, 1 0 2, S 1 7-S 2 2 ; IiH^ ^ 
tt&m 1 9 9 9, 3 1, 1 2 9 7mmm) o M^lH ^I/CD^S^E^l/fCfeVN 
TM^^tF (ICAM-1) Sd^K^tK ^^©A*^^. 
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*#»*©JMtt#&<»*3ftT^* (Wegner, C. D. et al. 
Science, 1990, 247, 4 5 6) „ 
[0 0 0 3] 

fyttntetstik (mxK* j OS e, p. j. , ©t ai. j. Ex p. 

Med. 1994, 179, 8 8 1 ; Ga rc i a-Ze pd a, E. A. et 
al. Nature Med. 1 9 9 6, 2, 4 4 9 ; P o n a t h, P. D 
.et al. J. Clin. Invest.. 1996, 97, 604 ;Ki 
taura, M. et al. J. Biol. Chem. 1996, 271, 
7 7 2 5^#M) . ****$'>l l mWm±KmmLT^&CCR3 (C 

-C Ghemokine Receptor 3) l^-fe^-SC^U f^ffl 
S«51t«c:fctf*iSft, 3^ x***S,:/-2, RANTES (reg 
ulatedupon activation normal T-cell 
expressed and secreted (DB&lft) , MCP-2 (mon 
ocyte chemoattractant p r o t e i n - 2 CDBgffjO 
MCP-3 (monocyte chemoattractant prote 
i n - 3 ©WSS) . MCP-4 (monocyte chemoattract 
ant protei n - 4 (Z)H§|80 ^(DM^t^M^^^ ^rt/y <fc »j 
at«tt»V>fc©<Z>, CCR3 ZftVT^*#**/>£m&<Dftm*mL<®ZZ.£ 
#*D£>*lTV^ (ffl Kit. aura, M. et al. J. Biol. 
Chem. 1 9 9 6, 2 7 1, 7 7 2 5 ; D a u g h e r t y, B. L. et 
al. J. Exp. Med. 1 9 9 6, 1 8 3, 2 3 4 9 ; P o n a t h, P 
. D. et al. J. Exp. Med. 1996, 183, 24 3 7 ;Hi 
a t h, H. et al. J. Clin. Invest. 1 9 9 7, 9 9, 1 
7 8 ; P a t e 1 , V. P. et al. J. Exp. Med. 1997, 1 
85, 1163;Forssmann, U. et al. J. Exp. Me 
d. 185, 2171, 1997 „ 
[0 0 0 4] 
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(CD 1 1 b) (Dftmm®. Tenscher, K. et al. B 

i o o d, 1996, 88, 319 5^#$o % mmmmomz-fem (M%.&, 

Eisner, J. et al. Eur. J. Immunol. 1 9 9 6, 2 
6,191 9 ^#{80 , EDN (eosinophil-derived ne 
u r o t o x i n e ©Sffiffii (E 1 - S h a z 1 y, et al. 

Int. Arch. Allergy I mmu nol. 1998, 117 (su 

ppi. i) , 5 5#flg) &mi$t<D?£mkizm?2>ftH : bm&t<nT^z> 0 

Z-&Z>i¥m*m-tZZ.il%m j &2ftT^Z> (M^H Palf raman, R. 
T. et al. Blood 1998, 91, 2 24 0^) „ 
[0 0 0 5] 

onzalo, J. -A. et al. J. Clin. Invest. 199 
6, 9 8, 2 3 3 2#M) , ^VX&mT .Wl^-^^WC^T^** * 2/ 
>*tjfillttC«fc.y^^^^Sn-5ii: (T e i x e i r a, M. M. e t 
al. J. Clin. Invest. 1997, 100, 1 6 5 7) , 7^ 

^^^Ki3^rm^^^t/>m^mmwm<Dm^^Mir^>^t. (Rut 

h, J. H. et al. J. Immunol. 1 9 9 8, 1 6 1, 4 2 7 6 

mm) . ^^^^ymm^m^^^^m^r^M.^jv^mmmnm^ 

TMZ&^TftMm<Dmmi)mfflZn&Z.i: (Rothenberg, M. E. 
et al. J. Exp. Med. 1997, 185, 78 5#flg) , IgU 
^(D^m&T'ltmWt&iZit^ai** *Zsy&.TfGC R 3 <D$£m&. 3t-£-?l^;t/ 
, WiBl''<JV£.*}lZ%mhT^Z>Z.£. (Ying, S. et al. Eur. 
J. Immunol. 1 9 9 7, 2 7, 3 5 0 7#JRf) , ttf£BJJlig&j&#<Z>Jt 
IMlt'ttxt^^^VCW^Ilt^Sii: (Am. J. Res pi 
r. Cell Mol. Biol. 1997, 17, 68 3#J$) ^#$8^3*1 
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[0 0 0 6] 

„ x^-^^^>>^<^OTV^§ri:^#^$tlTV^5^:t>()^e> (Garci 
a-Zepda, E. A. et al. Nature Med. 1 9 9 6, 2 

[0 0 0 7] 

5%lftS*lTV\* 0 SklC, CCR3 Ut^^-ttfif 0»&f,ffj|I^ T 

fc> o TV%£ £#;t 6>;ftS Sallusto, F. et al. Sc 

ience 1997, 277, 2005;Gerber, B. O. et al 
. Current Biol. 1997, 7, 8 3 6 ; S a 1 1 u s t o, F. 
et al. J. Exp. Med. 1998, 187, 875;Ugucci 
oni,M. et al. J.Clin. Invest. 1997, 100, 
1137 ; Yamada, H. et al. Biochem Biophys 
. Res. Commun. 1 9 9 7, 2 3 1, 3 6 5^#i) „ 
[0 0 0 8] 
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C C R 3 ^m&R*, ^^^e/>{C^$tiSCCR3CDU7tf> KflDfcfiMIHjfi/s 

[0 0 0 9] 

Hiv-i (thM^9>fM-i) M^micmfeiiiicc 

CR3 &^Jffl-r&RriBtt(0*SXi:3^##StlTV^i C C R 3 fgm&I 

&h i vy>()]/xmmicmm'tz>3i4x (aids .• ^t^ft^^^) © 

MifKtifB&ltbttflffeSrii^I^tS («x.tl Choe 
» H. e t al. Cell 1996, 85, 1 1 3 5 ; Do r anz, B 
. J. et al. Cell 1 9 9 6, 8 5, 1 1 4 9 #JM) . 
[0 0 10] 

fcT^U (WO 9 8 0 2 1 5 1 -glftMK WO 9804554 

WO 0029377 WO 0031033 WO 0 

0 3 5 4 4 9 WO 0 0 3 5 4 5 1 -^Iftfflfe WO 0 0 3 5 4 5 2 

mm. wo 0035453 ^mmm. wo 0035454 -^mmm. wo 003 

5 8 7 6 till, WO0035877 ^JJBUfl^ WO0051607 * 18*11* 
„ WO 0051608 #^$IE#, WO 0 0 5 1 6 0 9 -ifftjOTF* WO 0 0 5 1 6 

1 o ^mmm, W00053600 ^mmw. W00058305 xmrnm* w 

00059497 WO 0059498 WO 0 0 5 9 5 0 2 

^EiKMfc WO 0059503 ^fp!$B^ WO 0076511 WO 0 

0 7 6 5 1 2 #WHH^ WO0076513 -^Kittfe WO 0076514 

WO 0 0 7 6 9 7 2 #^$B«. WO 0 0 7 6 9 7 3 #^$H#, WO 0 10 

5 7 8 2 ^WffiW. WO 0114333 ^IgffiS* WO 0164216 

> wo 0177101 #mmw* wo 0192227 ^mmm. wo 0 1 9 8 2 

6 8 ^WmW. WO0198269 WO0198270 W 
0 0 2 0 2 5 2 5#t3§Hl!^ WO 0 2 0 4 4 2 0 #BM<#M) > Ml^'V^n 

m& (EP090334 9-%mmm. woo o 3 4 2 7 8 ^mmm> WOO 1 0 

2 3 8 1 ^rWmW&M) , RT$*(Dm<Di&ft?-it&W (WO 9955324 
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$H# % WO9955330 WO 0004003 -&1£>IN*, WO 0 0 2 

7800 ^mmm> wo 0027835 wo 0027843 ^mmm 

, WO0031032 ^EftOTF* WO 0 0 4 1 6 8 5 WO 0 0 5 3 1 

7 2 #^$H$, WO 0109088 #99ffl«, WO 0128987 W 
O0 1 2 9 0 0 0#Mf#I) CCR3 lz-fe^-JC^-rsfS^SttS:^ 

£&H&£o WOO 1 0 7 4 3 e-&m$m&Tfi^ WOO 1 3 2 6 1 5#U8HII# 
[0011] 

mw&mm v urn: 

[0 0 12] 
[0 0 13] 
[0 0 14] 

*»i»b\ * CD 

[0 0 15] 



1 1 
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[ft 2] 



(CH2)p 

(I) 

[0 0 16] 

ttiii?, atfWK^, ^t)«/x»^M^&i~3^-rs^#^^a 
c 1 ~c 6 7jv*)v& c 3 ~c 8 i/^7^^i, c 2 ~c 6 y;i/>r . 

jim. c 2 ~c 7 T)ijj j << )i#3r*/m. c 2 ~c 7 y;i/# y-r;vr^ sm. c x ~ 

j&> (c^CqTji^ji) r^;s, v (c^CqTjiz-ji) ys. 
jjjvXff Jim. c 2 ~c 7 N-y;i/:3f;v#;wt^-f jvm, c 4 ~c g N-*/ 

n-* h^S/^j>?v/t=E>f r^;s, xii-?!/ 

1 2 JttSEff 2003-3038823 




4#2 0 0 2-1 1 3 2.2 0 

1K&£&. ^smi^&Cj-OgT;!/*;!/^ c 2 -c 6 T;i/^n;i/S, c 2 ~c 6 

> c 3 ~c 8 s/# nr;u>5r— c^CgT^n^*^ c 1 ~c 6 r;i/^;v^^- 
S> r^y*> (c^CgT;!/^;!/) 7^;i, *? (c^CqTjv^jv) t 

, An^>If, Xttt e r t -^hdpi/^^jjf-^r^ ySlC^oTM^^tl 
[0 0 17] 

[0 0 18] 

t^/S, #;wt^;i/^, #;i/#t>*//i/S, i/7;ix«c 

j-CgT^n S/mz J: o TggIS ;ftT =fo J: V*. 
[0 0 19] 

Xtt, -CO-, -S0 2 - -CH 2 - -CS-, Xtt^^Sr^o 

[0 0 2 0] 
OXttU^f. 

[0 0 2 1] 
r tt, 0 Xtt 1 SrStf „ 

[0 0 2 2] 

Ytt, - (R 4 ) C = C (R 5 ) -S-, Xte-NR 8 -*m-to 
[0 0 2 3] 
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n^rJ/H, s/T^at, -hnS, *;i/3K^rS/^/S, c 1 ~c 6 r;v c 3 ~ 
c 8 i/?n7;^;n, c 2 ~c 6 y;i/;r~;t>^ c 1 —c 6 r;i/n=3f Cj—c 

^>y>r^/T^ ^S, c 2 ~c 7 y;i/# 
y-r;i/S> c 2 ~c 7 r;i/=r^rt/^;i/jj<n;i/^ % c 2 ~c 7 r;i/*^>r;b^-^s/S> 
c 2 ~c 7 r;i/^/-f ;i/T^ 7*, c^c^^am;^;!/?^/!, c 3 ~ 

^; (c^CgTjv^jv) 7$;s, s; (c^-Cgy;!/*;!/) r$sm, #;wi 
^-^K, c 2 ~c 7 N-r;i'= 3 r>^^;i/7i^>r;i/^ c 4 ~c 9 N-i/?n7^^;i/ 

R 4 R 5 , R 6 &tfR 7 JCfctf£fffSBS«, MSSI^VNliC^CeT;!/^;!/*, c 

2 ~c 6 t;i/^~;pS> c 2 ~c 6 T;i/^r— 7i-jh, c 3 ~c 5 y;t>3f 
c 3 ~c 8 ^^nr;i/^;i/S, c 3 ~c 8 */*ny;p->m ^36, c^CgT^n 

CgT;^*^) c^CgT;^^;!/^ 7^;s, (c^CqTjv 

(c 2 ~c 7 T;i/^jy-f ;u) tr^y*?;i/g, c 3 ~c 7 7^3!Ai, #;w^ 

C 2 ~C 7 N-r;i/^;v^;i/A^-f;v^ C 4 ~C g N-i/^n7WA 
;wt^-f;i/S> N-7x-^*;wt=t>f;i/i, n- (c 7 ~c 12 y *-/iT)v*r 

tf—jim. j3JV7$*ri/fym. tKn^i/S, ^>i/-f;i/ak i/7;i, hu^;i/ 
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/xitmmm^ 1 ~ 3 mm u c ^ c 6 r/i/*^«7?«tjis nr * * v^m« 
r 8 », **«^3tttc 1 ~c 6 r/i/*/i/£&^bu R 8 ic^3^sc 1 ~c 6 r;i/=¥ 
^dp$/;i/S % ^whm^s. *;i/#^b3S, yy—vjm> c 3 ~c 8 j/^n7 

^CgT/l/iz^rS/ak Xtt^>^**2/3UC iotfij|$*itv\T% «fcv% 0 ) 

, 7x;^5/i, s<yp;v*3r*/*>)itf-;im, c 2 ~c 7 r 

/i/#y>f;H6, c 2 ~c 7 r;i/-r^rt/^j;i/7K— c 2 —c 7 T;v^^-r;i/^-^i/ 
c 2 ~c 7 r^^y-f;vT^ c 2 ~c 7 N-r;i/^;i/^;vA ; E>r;i/S> c 

v (c^CgT;!/^;^) 7^;i> u-f Fmz&?xnM%*ix^x% & 
&j izfttg $ n & c t ~ c 6 r ;i/ * ;^tt#ti# t* & s . 

[0 0 2 4] 

^tnccR3 fgmf^M s^tsgiim x«c c r 3 tfw&'t&mm<D 
^MM/ximmmmmmx-sb^x, mmmmitr \s w§t%m 

[0 0 2 5] 
[*&«<z>g»k<z>fl$ft] 
* (I) JCfcV^T, R^^ilM, c 3 ~c 8 i/^n7^^i/i, ^vn«/\ 
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^^R^^its^i^i/S, c 3 ~c 8 $/*Dy;i^;i/S> i^mm^mmm. 

, *;i/7K=3p^;vS, c^CgT;!/^;^ c 3 ~c 8 J/^n7^^i, c 2~ c 6 

y>r;uT^^*> c 2 ~c 7 r^^^-f ;i/S> c 2 ~c 7 y;i/n=*f 

c^CqTj^jv^;^^. Jim, c 3 ~c 8 (T;^n^i/^;i/jK~;i/) 

7^ /a, #;w^-f c 2 ~c 7 N-T;i/^;v^;i/A=e-r;vs> c 4 —c 9 n 

(DmWkmz. m.mm^itc^CQrjv^jim. c 2 ~c 6 r;i^^-;vs> c 2 ~ 
c 6 r;i/=¥~;i/S> c 3 ~c 5 7;i/3f c 3 ~c 8 */? a y/u^f 

c 3 ~c 8 ^^nr;b^~;vs> c^CgT^n^^s, c^CgT^^;!/ 
y^s. (Ci-CgT;!/*;!/) 7^;i, (c^-Cgy;!/*;!/ 

/i/3£, c 2 ~c 7 N-r;v^;i/*;i'A^>f;i/^ c 2 ~c 7 r;i'n^i/^;i/)j<— 
, ijjv^i/jim. tiKn^pi/S, ^>V-r;i/«. f7;i, hU7;i/tn^f 
Wfym^. XStert -^h^t^btff-^y^ ^SfckoTggl 

[0 0 2 6] 



ffifflE4$ 2003-3038823 



#2002-113220 

, x*m*m*>mm*«>** wr 1 ®?^*, c 8 -c 8 ^nm^ 

fc *iL#*«fe*U, ff*b<l»0~15«, *»jff*UttO~10«, se> 
tc.J:y#*b<B:0~7«T*&<&. 
[0 0 2 7] 

9xi?*to. v 9 ****** s/«rn^*s/^ j/**^**. ftt* 

[0 0 2 8] 

>fv^ryu;K uus;/i/, ify^-;w b'Jr^ burvru^ 

[0 0 2 9] 

flair -r sm«Mi ^f«jaitt*© bT»*a n* 2 »ftli 

o 

[0 0 3 0] 

* (i) ®R%, 7^->n/S, fii/iA WJM, 

1 7 ffi|E# 2003-303882 



#2 002-1 13220 

[0 0 3 1 ] 

, m^m<DnmmnhX(D rwfym^i tit. y^mm*. i&mm*. Mm 

[0 0 3 2] 

R^SiS^tt© rcj—Cgy;!/*;^ fcau ^^;i/> x^;v 

. n-^Dtf;K n-^;K n-^^W n-'Ndf^K n-^^-JV. n 

[0 0 3 3] 
[0 0 3 4] 

;k 1 -yuK=DV, z-zfr—Ji. 3-y^x^, 2-^f;v-i-^n^- 
;k 4-^>t^— ;k 5 -^\3r-fe— ;w 4 3 -^>-t-— ;vs^©c 2 

[0 0 3 5] 
[0 0 3 6] 



1 8 



2003-3038823 



4$ 2 002 — 113220 

[0 0 3 7] 
[0 0 3 8] 

V^-^i/ (-CH 2 CH 2 0-) , (-CH 2 CH 2 CH 2 0- 

) , T-V^z^vy***; (-ch 2 ch 2 ch 2 ch 2 o-) . i, i-^*^;v 
3iruy**is (-ch 2 c (ch 3 ) 2 o-) mm<D. c 2 ~c 4 ©2#fr;i/= 3 r^ 

[0 0 3 9] 

I/:/ 27**5/ (~OCH 2 0-) , X^V>^*3ff (-OCH 2 CH 2 0-) , 

bij^f v (-och 2 ch 2 ch 2 o-) , ?u\£ \/y (- 

OCH 2 CH (CH 3 ) O-) Sf©C 1 ~C 3 02ii7Ml'>Ii:2«0^^ 

^ 1> > t>'* * ^^5. 
[0 0 4 0] 

^n;u^^, -fZJJfr. ^y&s^Ji. J 4 fr+ *\-?ZJ4fr. -fv 
^u;i/. 3-^^;i/^^y^f;^ 2 j <i ;k bf/in-r;K 4-* 
^;i/^>#y-f ;w 3, a-vum*-?* fr* 5 -**-/w\3MJv-f /i/S** 
©c 2 ~c 7 ©ii:^x^^oDT;i/A^-f;vS&Si*b, fotl^MItb 

[0 0 4 1] 



ffi|E# 2003-3038823 



#2 002—113220 
R 1 ©g^lStbT<3D rc 2 ~C 7 T;i/n^ri/^;i/JK-;i/*J tit. frfSBCj — C 

[0 0 4 2] 

R 1 ©gm^i:bT<3D rc 2 ~c 7 r;i/^y-f;v^^r^Sj tit. ffriBC 2 ~c 7 
r;v* ; -f ;vmt**ismtfrt>tez>mitMmh. *<DftmtzSk&mthTitr 

[0 04 3] 

R^ffigl^bTtf) tC 2 ~C 7 T)\yj}J JKT^J&l tit. ftriBC 2 ~C 7 

r )\,% j j frmtr k j mtfr^mzmzMmv. ^(Dnm^i^mtvxit. 

[0 0 4 4] 

TJ\,*)\smt?.)V7i%—;imtfrb%i2>&$:MVfcL. ^(DftmteMiftffltLTlt. 
[0 0 4 5] 

R^ttglSiibTOD r c 3 ~c 8 (y;i/=i3f fctt, 

mteMtfaMtLXlt. (* b3f (x h drS/^;!/^-^ 

[0 0 4 6] 

it. x^;i/r^ /sww e>*iSo 

[0 0 4 7] 

R 1 ©g^*i:L/T© rs; (c^CgT^^p;!/) r^Sj ^x&M 

<Dftm-&skfomt\sTit. i?*^flsT$ sm. ^f^r^i, n-x^/i/- 



ffiH# 2003-3038823 



#2 002—113220 

[0 0 4 8] 

R 1 ©tt^^UT© TC 2 ~C 7 N-yjV*frlJfl/A s e<{ ;i/^J fctt, ltfiac 1 

o 

[0 04 9] 

[0 0 5 0] 
[0 0 5 1] 
[0 0 5 2] 
[0 0 5 3] 
[0 0 5 4] 

Miir^©e^g<z>3 *>fcs©mS£bT<z> rc 2 ~c 6 r;b=3r-;b»j fctt, MA 



2 1 



2003-3038823 



#2 002 — 113220 

* D s\*r ± -Jim^tfmif 6> ft S o 
[0 0 5 5] 

R^gmSOS&^SSSISfcUT© rc 3 ~C 7 ^?#Agj fcfcfc, Mill 
> 3-^n;t>7^^A, 5-^>#>^*#A, 6-/\ 

[0 0 5 6] 

5£ (I) iCfeVNT, ptt, l~6©H!&£:giU ^b<ttU»3T^5 ( 
[0 0 5 7] 

« (I) ICfeVNT. R 2 &tfR 3 &, ^Xtell&oT. **J|C-?, C^CgT 

[0.0 5 8] 
[0 0 5 9] 

R^lFR^fcttSCj-CgT;^;!^^ R^fc^S^i^i, c 3 ~c 
[0 0 6 0] 



miE# 2003-3038823 



#2 002-113220 

7;i/n*ri/mz. faiB R 1 £ £ -5 7 x~;i/^ % C 3 ~C 8 ^^n7;i/^M > ^ 

5* (I) fflR 2 WR 3 lt ^mK^fcafc^fc^jWlCifaiLV^ 
[0 0 6 1] 

5£ (I) &CfcV>T> -CO-. -S0 2 - % -CH 2 - -CS-XW 

«f^S*f. V>t^Tl4D#®fc : I|#;M£LT#tfS3£#T'£S. 3£T% -CO 

[0 0 6 2] 

£LT, q = 0^r = O, q=l^Or = 0, Mq = O^or = 10i^& 
[0 0 6 3] 

* (I) IZ&^T. Ytt, - (R 4 ) C = C (R 5 ) -S-. Xli-NR 8 
[0 0 6 4] 

5$ (I) JC^V%T, R 4 , R 5 , R 6 ll?R 7 }j:, B-XttH4oT, 
7/V*;\,m* Cg~C 8 i/^07^^i, C 2 ~C 6 T^^-;^ Cj-CgT;!/ 

. c 2 ~c 7 T;i/^y-f^s. c 2 ~c 7 T;i/ndpe/^;nKn;i/^ c 2 ~c 7 r;i/^7 
y-r;i/^-^ri/^ Cg—CyT^^^-r^r^ c 4 ~c 10 ^^nr;i/^y-f 



2 3 
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#2 002-113220 

jm, r^sm. (c^CgT jv^jv) r^;s, v (c^CqTji 

*Jl) 7^;l, %)VA*£4jV& % C 2 ~C 7 N-T)V*)VljJ\sA^^)im, c 4 

(c 7 -c 12 7x-;bT;b^r;i/) #;w?^>f jim. tf/^u ^ 
;i/7jNU -;i/^j;i/;K-;i/S> bf n V *?~Jljjjitf-frm. V*^*?=.j]/ijJitf—)V 
m. h3fS/#;w\*^-f;i,», (7i>;v^;i/) 7^;i> C^:**;^ t 

R 4 , R 5 . R 6 S:tKR 7 {cfe^S_hfBOS», Mg^v^^-Cgy;!,*;^ 
c 2 ~c 6 T;t/;r^;i/g, c 2 ~c 6 r;p^r-;i/S> 7i-M, c 3 ~c 5 y;i/3ri/ 
Cg-Cgi'^ny;^^ Cg-Cgi'^ny^-M, Cj-CgT;!/ 

;i/=¥;v) 7^;i, p (c^CqTji^ji) 7^;i, ifnu^n;^ tr^u 
VJim, (c 2 ~c 7 y;]sjj ; jji) \^KWjim, c 3 ~c 7 7?^AS, ftjiA 

=^4Jim. C 2 ~C 7 N-T)V3cJV33;]/A=E'( Jim, C 4 ~C g N - 1/ V U TJl^Jl 

jjjiA^j jim, n- ? ^~ji-tuiA*:>( jim. n- (c 7 ~c 12 y ^—JlTJl 
*Jl) iJJlA^jjim, C 2 ~C 7 TJlj3JJJlT$;m. C 2 ~C 7 TJln3c*/j!j 

jitf-jim. *jitf*rt/jim, nFndri/«, s<yy<<jim. i/7;i, bv? 

Jl*U*^Jim. J\U?fym^ t e r t -zfb*r*/Jjjn$~JlT$ J m, C x 

~c 6 TJi*jixjifc-;im. n&vM±/\^n m^tLxmmm^ mnm*. ik 
T$/xizmmm?-*:i~3mmv. c^Cgrji^jimxnm^tix^.^mm 

[0 0 6 5] 

R 4 , R 5 , R 6 &tfR 7 C£#SJ:sB©*©g&ScDl&ki:, >fb^^^«r|g 
[0 0 6 6] 

R 4 R 5 , R^tKR^fettSC^Cgy;!/^;^ C 3 ~C 8 i/>7 u7Ji*Ji 
c 2 r~c 6 7jur-jim. c^CgT^ndpi/S, c^CgT;!/^;^^. 



2 4 
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#2002—1 13220 

c 2 -c 7 r;i/^y >r^^s/S, c 2 ~c 7 7;i/#>>-f;b 

T^y*, Ci—CQTfrtrJVXjVfc-jvm. C 3 ~C 8 (TAs^*r*/jtj)ltf~Jl) 

*mm. *s (Cj-Cgr;!/*^) ^ (c^-Cgy;!/*^) 

y^yg. #;b/t^-f ;i/g, c 2 ~c 7 N-yW;i,#;w^-f;i,^ c 4 ~c g N 
-^^nr^M^>f/i/in r x ic few-* ^ai-^ai, c 3 ~c 8 s/?n 

[0 0 6 7] 

R 4 > R 5 , R 6 2WR 7 jc&tt£ rc 4 ~c 10 ^ny;i/#y^;vy^y^j £ 
c r c 10 i/^nr;i/^;^;i/St7^ ;s^f)^ss$:ti^u 

#y-f ;py^7, S^n^-sv^y* ;W(fb*is 0 

r 4 r 5 , R 6 %.zfR 7 K&vz> rc 3 ~c 7 r;i/$v>f;i/y * ygj c 3 ~ 

R 4 R 5 , R 6 ;&tfR 7 fC;J3tt£ .rc^CgT^^^X^^-^r^ySj fcfci:, 

R 4 R 5 , R 6 Rz$R 7 iz&vz> r N - (c r c 12 7i^7^^) 

tit. AM^>f;i;ii:c 7 ~C 12 7x^7;i/^;i/Iyi)^^5lS:t 
i&U -eo^Fj^^^^Mli^ai— ;i/^-^/l/^7^/t^E>r;K :7jc:^;i/X^;b;2;;i,,r? 

[0 0 6 8] 

R 4 . R 5 , R 6 Z.T$R 7 <DMmm£l,T(DC l ~C 6 TJl*JVm. C 2 ~C 6 TJV!r 

2 5 ffi|E# 2003-3038823 



#2002-1 1 3 2 2 0 

-Jim, c 2 ~c 6 rji*-jim, c z ~c 5 yjv*]s'z/& c 3 ~c 8 i/^n7;^ 

Jim. C 3 ~C 8 i/#uTJi!r=.flsm. C 1 ~C 6 T;bndpe/a> C^CqYJI^ji 
3-Jtm. =£J (G X ~C 6 TJl*cJl) T^/S. V (C^CqTJUtJI) 7$;m 
. C 3 —C 7 ^^^A^ C 2 ~C 7 N-TJl3rJl%JlJi ; £->( Jim. C 4 ~C g N-S> 
9UTJl*rJlUJlA^)imL R 1 lCfe^S7x-;i/i, Cg-Cgi/^DT;!/ 

R 4 > R 5 > R 6 R^R 7 (DmmmtLX(D r (C^CgTTUa**) (C^CgT 
[0 0 6 9] 

R 4 R 5 , R 6 ^t>*R 7 ©@mS^LT<5D r?ai-Jl (C^CqT Jln*ris) S 

R 4 r 5 . R 6 MR 7 ©fistL/t© r (c 2 ~c 7 T;u^7-f tr^y^> 
Sj fci*, C2~c7r;^;-f;i/ii:^'ji;M^e,^s*S:fi|cU 

[0 0 7 0] 

^ (I) iC^T> R 8 ^ ^KlRiK^XttC^Cgr^/^^gi&^fcb, r 8 *c 

jm. -hns, A^/jK^s/^ai, *^«e-f^as, *ji*i7vm. >?t—v j 

m. C 3 ~C 8 is?UTJl*Jim. C^CgT^ndpS/^ Cj-CgT;!/^;!/^^- 

j-CgT^dr;!/^ C 1 ~C 6 7)Vn*i,& XiZX>*?Jl**ri/miZl:?>xmm 

C 2 ~Crj7Jl% J J Jim. C 2 ^C 7 7Jlzi^tyitjjv^-Jim, C 2 ~ 

2 6 miE#2 0 0 3 - 3 0 3 8 8 2 3 



#2002-1 13220 

CrjTjiii j -f c 2 ~c 7 y;i/#>>-f;i/7^ c 2 ~c 7 N-y;i/ 
^jvxwej Jim. Cg—CgT^^^x^^-;!/*, 7^;i, (Cj~ 

[0 0 7 1] 

L< te0~7^&s o 
[0 0 7 2] 

[0 0 7 3] 

C^CgT^n^S/iS, C 6 T;i/^;P^^S, C 2 ~C 7 T 

S, c 2 ~c 7 r;v^y >f;i/T^ c 2 —c 7 N-r;i/=3p;i/^;i/A^>f c 

2 ~C 6 r;i/dp>0/^^3i>n;^ (C^CgT/I/^r/l/) T^S&tfy (C x 

~CgT;i/*;i/) T^Ste, l&IBR^fcttS 7 x C 3 ~C 8 i/?QT;i/ 

[0 0 7 4] 

* (i) ©tr^y ut, tibcd^i ~3t8 &c^s 

T, r c omp d. No. j \t Hk&m&^l 
[0 0 7 5] 

^l-l^e>^l-6tt, X = q = 0, r = 0, ^Y = - (R 4 ) 

C = C (R 5 ) -T-mZtl&i£&gs<D&m&M i ti:imT>%>2>o 



ffiffi# 2003-3038823 



#2002-113220 

mi) 

- 1 > X = single bond q = 0, r = 0, Y = -(R4)C=:C(R5)- 



cmpnd NO. 


R1 


R2 


R3 


R4 


RS 


R6 


R7 


1-1-1 




H 


H 


H 


H 


H 


H 


1-1-2 




H 


H 


H 


H 


N02 


H 


1-1-3 




H 


H 


H 


H 


Me 


H 


1-1-4 




H 


H 


H 


H 


CI 


H 


1-1-5 




r 

H 


H 


H 


H 


F 


H 


1-1-6 




H 


H 


H 


H 


CF3 


H 


1-1-7 




H 


H 


H 


H 


COOH 


H 


1-1-8 




H 


H 


H 


CI 


a 


H 


1-1-9 


pi 


H 


H 


H 


H 


H 


Me 


1-1-10 




H 


H 


H 


H 


MeO 


H 


1-1-11 




H 


H 


H 


H 


H 


N02 


1-1-12 


a XX- 


H 


H 


H 


H 


H 


MeO 


1-1-13 




H 


H 


H 


H 


H 


F 


1-1-14 




H 


H 


H 


H 


H 


CI 


[0 0 7 6] 
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#2 002 — 113220 

^1.-1(00-5*1 

1 - 1 " 15 qXX- H H H . H OCF3 H 

1-1-16 ^XX.- H H H H CN H 

1-1*17 ^XX- H H H H H CN 

1-1-18 "XX- H H H H H COOH 

1 " 1 " 19 ^Y^L H H H H OH 



1 " 1 - 20 qXX- H H H H H OH 

1-1-21 Q H H H H N02 H 



1-1-22 JQL. H H H H Me H 

1" 1 " 23 mJ8~. H H H H CI H 

1-1-24 Q H H H H F H 

1 - 1 * 25 ufi... H H H H CF3 H 



1 - 1 " 26 uil, H H H H COOH H 

1 - 1 " 27 «Ss-- H H H CI CI H 

1-1-28 Q H H H H H Me 

1-1-29 u $^, H H . H H MeO H 
[0 0 7 7] 
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#2 002—113220 



C^3] 

i - 1 ' 30 J8L h h h h 

J8L. h h h h 



H N02 
H MeO 



mSv.- H H H H H. F 

-fi^- H H H „ H C, 

m«8v- H H H H OCF3 H 

1-1-35 Q H H H H CN H 

MM Jg^ H H H „ 

1 " 1 - 37 mJEL- H H H H H COOH 

1 " 1 " 38 H h H H OH H 

1 - 1 " 39 mS^.- h H H H H OH 

1-1-40 ^ H H H H NOZ H 

1 ' 1 * 41 (£. " " " " MB 

1-1-42 ^ H H H H d 

1 " 1 " 43 & " H H H F 

1 " 1 " 44 (SC H H H H CF3 

[0 0 7 8] 



H 



H 



3 0 ffl&Eft 2003-3038823 



#2 002-1 13220 



[*4] 

|S1-1<0O^S3 

M -« (2.. H H H H COOH H 



1 " 1 " 46 (X- H H H CI CI H 

1 ' 1 " 47 & H H H H H Me 

1 " 1 ' 48 (£. H H H H MeO H 

1-1-49 ^ H H H H H N02 

1-1-50 ^ H H H H H MeO 

1 " 1 " 51 (2- " H H . H H F 

1 " 1 * 52 &, H . H H H H CI 

1-1-53 jX£ H H H H OCF3 H 

1-1-54 H H H H CN H 

1 * 1 ' 55 (S- H H H H H CN 

1 " 1 " 56 & " H " H H COOH 

1 " 1 "* 7 (2- " H H H OH H 

1 " 1 " 58 & H H H H H OH 



[0 0 7 9] 



N02 H 



3 1 mum 2003-3038823 



#2 002 — 113220 



C*5] 



1-60 



1-1 



-61 



H 



H 



H 



H 



H 



Me H 



CI 



H 



1-62 



H 



H 



H 



1-1 



H 



H 



H 



CF3 



1-64 



H 



H 



H 



H COOH 



1-65 



H 



CI 



CI 



1-66 



H 



H 



H 



H 



Me 



1-67 



H 



H 



H 



H 



MeO 



1-68 



H 



H 



H 



H 



N02 



H 



H 



H 



H 



MeO 



1-70 



-71 



H 



H 



H 



H 



H 



H 



H 



H 



CI 



-72 



H 



H 



OCF3 



H 



-73 



H 



H 



H 



CN 



-74 0 



H 



H 



H 



H 



H 



CN 



[0 0 8 0] 



3 2 
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[*6] 

1 - 1 * 75 Os^.-' H H H H H COOH 



1 * 1 - 76 UU.- H H H H OH H 

1-1-77 Cl_.H H H H H OH 



I' 1 ' 78 cJCC!" H H H H N02 H 

1 - 1 " 79 a jOC!" H H H H Me H 

1 - 1 ' 80 oJCC H H H H CI H 

1 * 1 " 81 c^CC H H H H F H 

1 * 1 * 82 a J0C h H H H CF3 H 



OH 



1-1-83 C| AA-- H H H H COOH H 

M " a4 o-Ct!" H H H CI CI H 

1-1-85 cr XlC- H H H H H Me 

1- 1 -86 a jQC H H H H MeO H 

1 - 1 " fl7 jCC- H H » H H N02 

1 - 1 " 88 cXX!" H H H H H MeO 

1- 1 - 89 a jCC H H H H * H F 

[0 0 8 1] 



3 3 
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#2 002 — 113220 



[*7] 



1-1-90 



1-1-91 



1-1-92 



1-1-93 



1-1-94 



1-1-95 



1-1-96 



1-1-97 



1-1-98 



1-1-99 



1-1-100 



1-1-101 



1-1-102 



1-1-103 



1-1-104 



OH 



OH 



OH 



iTY oh 

[0 0 8 2] 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H , 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



Ci 



H 



H Ci 



OCF3 



CN 



H 



OH 



H 



N02 



Me 



CI 



CF3 



COOH 



CI 



H 



H 



H 



CN 



COOH 



OH 



H 



H 



H 



H 



Ma 



3 4 
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^1 



-1-105 8f jCC" H H H H MeO 



H 



9H 

-1-106 Bf AA.- H H H H H N02 

1 - 1 ' 107 Hl AX- H H H H H MeO 

-1-108 Br >0^!! H H H H H F 



I" 109 _ JL*^.- H H H H H CI 

1-1-110 B( jQC!^ H H H H OCF3 H 

t-1-111 Br jQC!" H H H H CN H 

-1-112 Br jOC H H H H H H CN 

-1-113 Br xCC * H H H H H COOH 

-1-114 Bf AX... H H H H OH H 

-1-115 Bf XX!" H H H H H OH 

- 1 " 118 8^- H H H H N02 H 

1-1-117 8^.. H H H H Me H 

1-1-118 Q^. H H H H CI H 

1-1-119 8^.. H H H H F H 

[0 0 8 3] 



3 5 2003-3038823 
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[*9] 



1-1-125 



R1 -1<0O-3fj8 
CF3 H 



1 - 1 -* 2 ° 8L- h h h h 

1 " 1 - 121 8L. h h h h cooh h 

1-1-122 H H H C» C. h 

1-1-123 H H H H H Me 

1-1-124 g~ " H H H MeO H 



H 



N02 



MeO 



8^ H H H H 

1 ' 1 - 128 8L. h h h h 

1 " 1 ' 127 £L- " H H H 

1-1-128 „ H H H H CI 

1_1 ' 129 8L. " H H H OCF3 H 

1 " t - 130 8L- H H H H 

1 ' 1 " 131 8L- h H H H 

1 - 1 ' 132 8L- H H H H H COOH 

1-1-133 9_ H „ „ „ QH „ 

h H H H H OH 

[0 0 8 4] 



CN H 



H CN 



3 6 
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»10] 

H H H H N02 H 

1-1-136 a Js5^ H H H H H Me H 

1-M37 H H H H CI H 

1-1-138 jjJC H H H H F H 

1-1-139 H H H H CF3 H 

M-140 jfcC- H H H H COOH H 

1-1-141 c| i5C H H H CI CI H 

1-1-142 -jfeC- H H H H H Me 

1 - 1 - 143 j&C 

H H H H MeO H 

1-1-144 a j5c!" H H H H H NC2 

1-1-145 <3> (5C " H H H H MeO 

1-M46 o i5C " H H H H F 

H H H H CI 

H H H H OCF3 H 

1-1-149 o i5C H H H H CN H 
[0 0 8 5] 
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»11] 

fH-IOO^SIO 

1-1-150 j5C" H H H H H CN 

1-1-151 jS^C- H H H . H H COOH 



or 



1-1-1S2 fY" H H H H OH H 



[0 0 8 6] 



1-1-153 H H H H H OH 



3 8 
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"XX 



T-2-5 



[*1 2] 

ligl -2? X = single bond, q = 0, r = 0, Y = -(R4)0=C(R5)- 

cwipndNO. R1 R2 R3 R4 R5 RS R7 

1-2-1 ««£L- H H H H H H 

1-2-2 H H H H H H 

1-2-3 (X, H H H H H H 



1-2-4 H H H H H H H 



XX, . H H H H H 



1-2-6 11 H • H ' H H H H 



1-2-7 -"Vl H H H H H H 

1-2-8 NC r*5 H H H H H H 



1-2-9 ' S XX- H H H H H H 
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459 Br^C^" H H H F H H 

460 Br >CC" H H H OH H H 
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[0 2 9 5] 
m 2 2 1 ] 
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CI H 
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COOMe H 
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Me 
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[0 2 9 6] 
[*2 2 2] 
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H 


486 


8s.- 


H 
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[0 2 9 7] 
[^2 23] 

318© 00**24. 

503 OL^-' H Me H H H H 

[0 2 9 8] 

z>o wi^bt, mm. MitTkmm. mm. vym. mm»a>mm 
m. xteTv^ym. v^ym. vy^m. m^m. 77^, *$y*;vfcy 

[0 2 9 9] 

Ua&<D7Ji*Jvm£isX&. Mttte. n--^ntf;K n-^ 

;k n-^>^;i/, n-/\3f*/;K n-/\^;K n-^-^^;!/, ^v^ntr^ 

vitm. mtm. Mitm. xitH^^mmoy^u^yitmm^^y^mvf^^n 

[0 3 0 0] 

#»m!©> & (i) ^^$ns-fb^«> ^isii^^ci^^T'ts 

[0 3 0 1] 

5$ (i) x-m^i^^^^KOR^^m^m^. 3; (1) T*^$tis^5ttt> 

ria^: (i i) xmtstizmmumffl'fzz.inzxg'f. m-ofc&mx&Zo 
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[0 3 0 2] 

[ft 3] 

(I) (H) 

[0 3 0 3] 

[0 3 04] 

<SOI2£l> 

adii) 

Mb4] 



[0 3 0 5] 

(R 2 , R 3 X. r, Y, R 6 &tfR 7 te, ^ ( I ) K^T^ft-eflJtllS 

Tf*S*i«ft^ftiai«:, 0. 1 - 1 0^*<Z>TfB5£ (I V) 
[ft 5] 

R^CH^-Z (IV) 
[0 3 0 6] 

) 

T. 5$ (I) *e«s;risfl:-&<»*:»3rr*. 
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[0 3 0 7] 

^ tr y py) tg<Dmfrtt&&m*m v^s ^ t tc £ o t fto scu^-r * 3 £ 

[0 3 0 8] 

[0 3 0 9] 

<§g=m&2> 
TIB^: (V) 

[ft 6] 

R^CH^-CHO 00 
[0 3 10] 

T'^JlST^fci K©1 ^*£> S(III) T*;ii3*lSftl§r®tf>0. 1-1 
[0311] 

itv^v&Tjv^—v^ ^^b^^^hu^A, TKm-fb^r^^^^ h u 

[0 3 12] 

<SJB£&3> 



4 0 1 
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S (VI) 

Kb 7] 

R 3 N X " (CH2) «'~Y^-NH 

R ^ (CH 2 ) p -' N ^ 

[0 3 13] 

(R 1 , p, R 2 , R 3 , X, q&tfrtt, 5£ (I) lZ&^TfemZft&%<D£.m 
itfeS. ) 

T!*S*lSft^ft<Z>i**«:, o. 1-1 o^i©*^>iXiifog)S?S« 
[0 3 14] 

[0 3 15] 

;i/^j;i/jK^>f ^ K (DCC) , N-^JV-N' - (3 -P*^)\sT$ J 7U\£ 

jv) a^jKsm ^ K (EDcuttwso , #;i/>ffSM ^ # (cdi) 

, N-bFn^^^^>»>f^ K (HOSu) , N-fc Fulri/Kyy h U TV 
(hobt) „ ^>i/h'J7y-^-i->f;i/t*i/h>J^ (trnu^v) 

>ftX/ft-#A, '\*y-y}\'*nftX'7*- h (PyBOP) , 2- (ih-^> 

»/hU7y/-/i/-i-^) -l, i, 3, 3--^n^*^;i/^n-?A >\3f 

t7Mn*X7i-b (HBTU) , 2- (1 H-^>y h U 7!/-/I/- 1 - 

-f;v) -l, 1, 3, 3 -rOyif iWn-'JA ^ h^^u^ntffu- h ( 

TBTU) , 2- (5 -y;i/3jOl/*;y- 2, 3 - $?#/1/jK3tW ^ R) -1,1 
, 3, S -^■b^^.^Jl^U — ^A -T b^7)l*UiRU- h (TNTU) > O 
- (N-*?i/y4 ^ V)\y) -1, 1, 3, 3-fh5^^9n^")A t h 
?7J]/*U7$U-h (TSTU) , -fU^hVX (tfnU^V) /ftX/ft^tfAX 
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m2 002-113220 
IZ^*V 7;VtD*^7x- h (PyBrop) ^©St^M feJBV^ d £lC«fc o 
[0 3 16] 

[0 3 17] 

TfB5£ (VII) 
[ft 8] 

R 3 l X ~ (CH2>q Y5-COOH 
f^Y^N^N-tCHa),-^^ (VII) 

[0 3 18] 

(R 1 , p, R 2 . R 3 , X, q^rlt 5* (I) fCfcV^TfcHStlfctXBilHI 

;jre&£o ) 

l^SSr, 0. 1-1 031©7$>ii»^TXtt# 

#T»c*w* siticjcot, ^: (i) T'tsns^^ilts. 

[0 3 19] 
[0 3 2 0] 

%u is^i ~4 ©^ti^tuc^/sstisgfttf, #£/&^#k:;^t,5j5; 

g&-£A,W£l§-&&c&, *©WtMg&8Sft©^t;fc^g-e#^U ^©fL 
»«5t»©KlSa:K»©XSS:Mv%TJK«fllS:ffv^ « (I) 

[0 3 2 1] 



4 0 3 
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#2 002-1 13220 

[0 3 2 2] 

i^&i~4©^4T,^ ? *Uc&v i ^T, Vtuu**y^ v a n ^JV^<D/\u^f 

[0 3 2 3] 

iS^l~4(Z)VN > rtllC^^T%, 7 8X3- + 1 5 O^CCDifflt 

»*b<t*oTc~i o or;7f*s. sis^Tife, 'an. mm. mm 
mm. nmm. 9u^by?7 4-m<Dmn<D&mx\zn&»ft&m^T*.& ( 
i) vmzti&iz^v v>mmi&*m-t2>z.htfT?gz> a rtie^ (D xm 

[0 3 2 4] 

* 3 *l * / X tt#JW3J £ % IC gl§i!Sj» ttSvltlCioT, 

nzmm<Dmmm&&/xi l tt®m£'?$>z.£ftr*i*2>o en t*^ 

[0 3 2 5] 

sp^©iffcutn #f*.tf*ssu am> mar. mm. mm. mmm. 
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[0 3 2 6] 

m. *;i/^^i/^^;i/iz;i/n-x, ^^;i/-fe;i/n~x. x&tffy ^x;btrn y K 

o 

[0 3 2 7] 

%m. mm. m^m*. mmtmm<Dmmm^m^xmn<D^mz^^xm 
ftsit^ts. mm. mmmiz. «^«hy*^yux huw^ 

iorja^sn*. *^-fe;v^i«. m^im. mm. $>z>^\mmm*iZ5?->^ 

[0 3 2 8] 
[0 3 2 9] 

&&&&<Dmmz.\sT\z* m^zmmm. #v-j*mm&mfp>*i. wtwmiz 
amx t* *?x?- i/ > v y n - & v ^ tr a? > ^ y hijb»^x * ^ ;i^<z> jl^sf & m 

[0 3 3 0] 

o 

[0 3 3 1] 

*$&i8©tf*ys;>ss##, ^©m^wtcff^$ti§^#in^ xiz. *<dm 
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#2002—113220 

1~5 0 

[0 3 3 2] 

* [mm 

[0 3 3 3] 
1 - 1 - 1 ] 

c- Ci- (3, -tf/^u^>-4 — f;i/] 

y^ 

4 -T ^ y ^^;i^-hf^U &y (10g) &yirb-bU;i/ (250ml) IC 

4-i?^nn-^>^^n'JF (5. 8 g) fcjfcSb&y* 

>/^^;-vh'jxw^=85/7/7) jcfcywKu c- [i - 
(3, 4-^nn-^>i?;i/) -bf^y *?>-4 — f^] -*^;i/y^>£# 
fe 0 lc-msicJ: yim^bfeo 

JK!6g, JK^7 5%, «I10 0% HIIIESI/MS m/ e 2 7 3. 
2„ 

[0 3 3 4] 
[##11-1-2] 

1- (2 -y$ 7 3 - [1- (3, A-WUU-KyV));) - 1? 

^y *;>-4 ->f -r*yvT<D'&$ l 

c- [l- (3, 4-^^00-^^) -tr^y -4 jvl 
jvr^y (80mg) Sry-feh-hy;i/ (2mi) ic?ifru onx^J-JjJVtf 
^ £V— /!/ (80mg) fc-f^#V-;i/ (6mg) *itiXf=. 0 



4 0 6 
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4$2 002-113220 

H^3oM^ 3--hn-i, z-y ^-vyvr^y (66mg) 

n*#>/;*#y-;i/=6 0/2 5/1 0/5) (CcfcU^iSb, 1- (2-T^ 

;-7i^-3 - ci- (3, 4-i?^nn-^>^) -t>cy s?>-4 - 

JKi7 5mg, JKf 6 1%, H^10 0%, MfiESI/MS m/e 4 2 
3. 1„ 

[0 3 3 5] 

\mmmx-i-u 

(iH-^>y-f^^;-;i/-2-^f;i/) - [1 - (3, 4-^nn-^>i? 

1- (2-7^7 3 - [1- (3, 4-i;^DD-^^) - 

fcf^y *?>-4 ->f -*f-*t> Ur ( 1 1 mg, 0. 0 2 5mmol) 

lCX#y-;i/ (1ml) £fln*.fc*, (II)*ft(16mg, 0. 0 

7 4 mm o 1 ) fcflKjit (0. 3mg, 0. 0094 mm ol) ^M^iOA. 

h^57-f- is\*W/V9 □ n * # y/* # j -;i// h 

ijxf;b^75>=4 0/2 5/2 0/1 0/5) JC <fc U ffgg U ( 1 H-^> 

»./>f ^ 2 - W ;i/) -Ii- (3, 4 -*?*n u-^yVfr) -tf^U 

S?>-4 ->f;i/*^;i/] -7^>£#fco LC-MSfCJ: U|ef^bfe 0 
JKl8mg, JR^8 3%, $fg^l 0 0% MfE S I /MS m/e 3 89 
. 1. 

[0 3 3 6] 

mmm i - 1 - z-fy^mmmi - 1 - 1 1] 

tt^ft##l-l-2#&ffr&fc##-l-l-l l&. ttil-l-l, # 
^1-1-2, ^Ml-l-lJCfiew mtSS^iU^bfe. 

[0 3 3 7] 



4 0 7 
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[^2 2 4] 

m 9 



•fb^-^No.1-1- iRa(mg) MW M+1 

1 8 24 389.3 389.1 

2 30 68 434.3 4342 

3 13 32 403.4 4032 

4 5 12 423* 423.1 

5 7 16 407.3 407.1 

6 13 28 457.3 4572 

7 4 9 433.3 4332 

8 23 . 50 ^ 4582 4585 

9 4 10 403.4 403.1 

10 13 32 419.4 41 9D 

11 9 21 434.3. 434.1 



[0 3 3 8] 
MMMS1-2-1] 

4 — T 5. J pl^;i/-bf^U Py- 1 -^j;i/JK>^t e r t -y^JV^X^-)V(D^ 

m ' 

4 — ^ Vy (5. OOg, 4 3. 8mmol) £ h;i/:n> ( 

9 0mL) Kl»j!PL. ^>X7il/ft F (4. 4 5mL, 4 3. 8mmol) £ 
fltl*.. Dean-Starkh7>y^I5t'J#H 2 Bfi^^M^Lfco 

U -SS-J?- t - (11. 5mL, 4 3. 8mmol 

mr. fim7kmii v v 2±7kmm a. om, vomL, 7 0mmoi) 

lWffl®lh<W>WLfc e rti$r^^^>n/x~^;i/ (3OmLX20) T'Sfc^U 
$££@t*n^;v:nx^;t/ (3 0mLX3tS) T'Sfc^U ^KMiC2^xKM^h 

u^ASriuAT, p h*&i zizmmist-. io*^*iiiixfA/ixf^ (5 

= m&Mffiitli§t/T4 -T^ J ZT-JV-^KV py- 1 -ijfytfyMt e r t 



4 0 8 



mH# 2003-3038823 



#2002—113220 

JR*6. 4 9g, JRSP7 0% o 
[0 3 3 9] 
[##$Jl -2-2] 

- 1 -^j;bJi<>^t e r t - -7^ )V 31*^)1 

4-7$; Z^Jl-V^Vify- 1 -%J]ytfyWlt e r t-^f;nxf;i/ ( 
3. 1 8 g, 14. 8mmo 1) &y-fe hVJl (20mL) {CSBBU 
Tt*f^^3K-^^ ^ *V-/l/ (3. 17g, 17. 8mmol), 
!/—/!/_ (8 0 2mg, 4. 4 5mmo 1) ODTiZ h-h'JMW (3 OmL) 

(1. 9 3g, 17. 8mmol) 5 0 ICT* 2BSrrafltl ! PUfe. 

>f y^ntf/i/fc/i/jtfSM ^ k (3. 4mu 22. 2mmoi) 8 or; 

T*3Hm«*PLfc. £JS8t*?frSJfk »£E«»Lfe«»C, BWfcX^/l/x;*^/!/ ( 
2 0 OmL) JC»#U * (1 0 0 m L X 2 EI) '&tJW&:**# (1 0 OmL) 

&i"JAM7Ai'n7hy77-f- (^#nn*#://*# y-;b= 19/ 
i-^*nn*#y/*#y-;i//hy:i:^;i,y;* > = i o/i/i) -esfitsgt- 
, 4 - [ (iH-^>jC-f^^y-;i/-2--f;i/T^y) -tr^ys? 

> - 1 - A^/)i?>it e r t - ^fM^f^Sife. 

*K*4. 3 3g, s&ma 9%o 

[0 3 4 0] 
[#fMl-2-3] 

(i H-s<yx^ $#y-;b- 2 ->f;iO -tf^y t?y-4 — f;i/*^;i/-y^ 

4- [ (lH-/<>X-f^!/-;i/-2-/f^7U) -fcf^'J*? 

> - 1 - A;i/#Vlt e r t - »xxf^ (4. 3 3g, 13. lmmol 
) **9J-fy (lOmL) izmmh, *»TT?4ajfe*fls**-l, 4-*?* 

(3 3mL, 13 lmmol) £4>bToflD;t> Sa^3«BIj|ffU 



4 0 9 
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fc 0 dO)*»}iltc4ti6S:ilI^.T«|3ftIS*, 1 (10 0mLX3i) 

JR*3. 0 g, 0 0% o 

[0 3 4 1] 

(ih-^X-Y ^ 2 --f ;v) - [l- (i-^^-ih — f>K 

-;v-2 — f;v*^;i/) - tr^y 4 ->r^^^;i/] -y ^ 

d H-'OX^f ^ 2 --f;i/) -tf^y ^>-4 ->f ;i/*^;v-y 

5> (20. Omg. 0. 0 9mmo 1) ®^f;b^A7^ K"ii (1 0 

: l) mWL (l. omi) ic, i l H->r> K-;i/- 2 -#;vtfty;i/ 
^b:K(0. 2 6mmol) ^tb'J9Ah'J7t h^i/^nt K'J K (0. 2 
6 mmo 1) 5:5DA> IST'Miffl fco H/^MlC* # / (1. Oml 
) fciff*, £0£#itU lB#R3Jg#^ ^i&SCX (/if > Fx;v- h S C X 
sooMGiiift^^jcim 7^UT>SS) c#Lfe 0 *#>>-;k 

i^T*an7ft;i/A/*# (1/1) IMtT\ SCX?:gfem 2^1 

>T ^ 2 --r;i/) - Ci- (i-^f;i/-iH->f>K-^-2 — fji 

*^;i/) -tr^u i?>-4 --f -y^>£#fc„ LC-MStc£y|i? 

I?tl8mg, JK^5 4%, MI8 6%, UliESI/MS m/ e 3 74 
. 2 (M+ 1) „ 

[0 3 4 2] 

[§ni&M 1-2-2 & ^mmm 1 - 2 - 1 6 9 ] 
*ti»## 1-2-2 ^e>i-2-i69 <Dib&mt+ Mmm 1-2-nzm 

[0 3 4 3] 
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[##11-2-4] 

4 -7x-;i/^f;i/7;i/ft 

Zl^nAlfctr U (4 5 l. 5mg, 1, 2 Ommo 1) CD^nn* 

*ymWL ('3. 33ml) IC, *E 2/-^M S 4 A (]«&£, S&ftffl 

> ftftttSS) (4 5 1. 5mg) fein*., H$5gjl#b£„ M?MiC, 4- 
7i-^;-;Kl5 4/il, 1. OOmmol) Sgtl. 5 1$ 

x^Jl/^f;i/r;i/fk K£#£ 0 J&4 3 8. 4 5mg, iR^2 6 % B 
[0 3 4 4] 
BWm-2-17 0] 
(lH-^VX>f5^y^-2-f^) - Cl- (4 - 

(i h-z^ox-* ^ #V-;v- 2 --f ;v) -tf/^y s;>-4 — f ;i/*^;i/-7 

^ > (3 0. 3 2mg, 0. lOmmol) t> H?>tlfe4 -7i-^7*f >fl/7 
^ftK (3 8. 4 5mg) ffl^^DniiO (1. 0 m 1 ) H ^JVjHJI A 
7^K(0. 5 ml) I^MiC M (2 8. 6 n 1) Hi- h V V&bVTIZ 
h^r^JKnt: K y K (5 2. 9 9mg, 0. 25mmol) ^MpL. ^MT?^ 
it^Lfco WM^I&SCX Kx;i/- h SCX5 0 OMG) iCtfU 

SCX£#nn3ft;i/A-*#y-;i/ (l : l) M&mWtT-m&Lfc. &v^> 2 

asr v'E-r ^ * ; - ^»«t?*h} u *«&«jeetic#:Su jiisifc. 

- [1- (4-7iiil/-7f^) -fcf/^y *?>-4 -r^>& 

^fe. Lc-Msia yptrjfeLfe. 

JKS19. 44mg, K$5 4%, if8 9. 8%, UliESI/MS m/ 
e 3 6 3.2 (M+ 1) „ 
[0 3 4 5] 

immm 1-2-171] 
<k<ktott 1-2-171 (Dik&mte. mmm 1-2-4 jc^v^ ^j&ofcjg 

JfSfT^fc: F&JB^T, 1 - 2-1 7 OC«Vv£jfcl,fc. ^JUfcSil 0 tc 
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[0 3 4 6] 
Wat«l-2-l 7 2] 
(ih-^ ^#V-;i/- 2->f;i/) - [1- (6 -;* h^PS/- 1 

- i H--f > 3 ->f;i/^^;v) -tr^y s?>-4 --f;i/*^;i/] -t^ 
(i H-^>x-f 5. #\r~fl/- 2 ;io - tr^u £?>-4 — f ;i/*^;v-y 

^> (20mg, 0. 09mmol), ( 6 - ;* h dp */- 1 - ;* 1 H - >f 

> K-;b- 3 — - h v ^^^r^^e— ?A3^<ft;^ (o. immo 

1) , i*Ii*'JfA (5mg, 0. 1 lmmo 1) (C, *7K7th-bU;i/ 
(2ml) feflll*., 5 0 TCT? 1 2 HfrlfflflllPLfc. MJC^itfU 5/y#$Vb2/a 

- h*9AKl*fUfc«L ^HPLC{Cj:yiiU (lH-/<>X>f^y- 
A>— 2 ->T;U) - [1- (6-* h^rt/- 1 1 H->f > K-/I/- 3 - 

>r;i/^^;i/) -tr^y s?>-4 ->f/i/**7i/] -r^ >&#£o lc-mscj: 

Jfcfi5. 6 6mg, Jt2^13%, 119 6. 3%, HfiESI/MS m/ e 
4 0 4.4 (M + 1)„ 
[0 3 4 7] 

[^JlSfll 1 ~ 2 - 1 7 3 bmMffl 1-2-1 80] 
ft"£%#-i§- 1-2-173 •frbfc&m^ 1-2-18 0 £T?<ZHt;i=r#fcfc, % 

mm 1-2-172 ic^v>, #j£*£&«/\n^ xfc*4«y 

[0 3 4 8] 
[^2 2 5] 
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m 10 



IN0.1-2- 


IfcMCmg) 




MW 


M+1 


1 


28 


68 


373.5 


374.2 


2 


29 


54 


370.5 


371.2 


3 


11 


41 


320.4 


321.2 


4 


23 


76 


354.9 


355.2 


5 


9 


29 


334.5 


335.2 


6 


28 


82 


388.4 


389.2 


7 


23 


74 


362.5 


363.2 


8 


21 


71 


345.4 


346.2 


9 


33 


96 


398.5 


399.2 


10 


16 


48 


378.5 


379.2 


11 


21 


68 


350.5 


351 2. 


12 


16 


82 


326.5 


Z272. 


13 


8 


40 


334.5 


335.2 


14 


19 


91 


348.5 


349.3 


15 


25 


78 


359.5 


360.2 


16 


18 


54 


373.5 


374.2 


17 


12 


42 


310.4 


311.2 


18 


21 


70 


326.5 


327.1 


19 


22 


62 


390.6 


391.2 


20 


14 


48 


321.4 


322.2 


21 


15 


53 


321.4 


322.2 


22 


15 


46 


371.5 


372.2 


23 


14 


41 


371.5 


372.2 


24 


17 


57 


327.5 


328.1 


25 


21 


75 


310.4 


311.2 




22 


79 


310.4 


311 2 


27 


24 


65 


414.6 


415.2 


28 


6 


17 


413.6 


414.2 


29 


23 


69 


374.5 


375.2 


30 


20 


70 


334.5 


335.6 


31 


15 


50 


345.4 


346.5 


32 


22 


63 


396.5 


397.2 


33 


21 


68 


350.5 


351.2 
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#2002—113220 



[0 3 4 9] 
[^2 2 6] 



4 14 



2003-3038823 



2-11 



3 2 2 



0 



34 


18 


58 


354.9 


355.3 


35 


15 


43 


389.3 


369.4 


36 


21 


68 


354.9 


355.3 


37 


16 


51 


365.4 


366.3 


38 


15 


45 


388.4 


389.4 


39 


15 


43 


399.3 


399.1 


40 


16 


54 


334.5 


335.4 


41 


15 


53 


336.4 


337.2 


42 


22 


74 


336.4 


337.2 


43 


13 


41 


363.5 


364.2 


44 


18 


54 


377.5 


378.2 


45 


21 


68 


364.5 


365.2 


46 


11 


33 


378.5 


379.2 


47 


15 


46 


378.5 


379.2 


48 


17 


45 


426.6 


427.2 


49 


23 


63 


426.6 


427.2 


50 


22 


69 


370.5 


371.4 


51 


21 


66 


364.5 


365.3 


52 


16 


57 


360.5 


361.2 


53 


21 


57 


420.9 


421.5 


54 


21 


55 


396.5 


397.4 


55 


7 


20 


388.5 


389.3 


56 


10 


41 


403.5 


404.2 


57 


3 


13 


387.5 


388.2 


58 


22 


100 


338.4 


339.2 


59 


22 


67 


321.4 


322.2 


60 


19 


56 


338.4 


339.1 


61 


24 


68 


350.5 


351.2 


62 


23 


100 


378.5 


379.2 


63 


30 


100 


412.5 


413.2 


64 


17 


70 


404.4 


405.1 


65 


28 


100 


389.3 


389.1 


66 


14 


57 


406.4 


407.1 


67 


30 


83 


364.4 


365.1 


68 


20 


43 


456.4 


457.1 


69 


28 


78 


352.4 


353.2 
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[0 3 5 0] 
[*2 2 7] 
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ffiSE# 2003-3038823 



#2 00 2-113220 



gS10©O-5$2 



70 


29 


69 


412.5 


413.2 


71 


33 


78 


426.6 


427.2 


72 


34 


86 


399.3 


400.1 


73 


28 


82 


345.4 


346.2 


74 


24 


54 


442.6 


443.2 


75 


25 


68 


365.4 


366.2 


76 


35 


81 


426.6 


427.2 


77 


26 


57 


447.0 


447.2 


78 


28 


72 


380.5 


381.2 


79 


22 


58 


380.5 


381.2 


80 


17 


78 


362.5 


363.2 


81 


20 


90 


370.9 


371.1 


82 


20 


90 


372.9 


373.1 


83 


19 


69 


456.6 


457.2 


84 


8 


32 


417.3 


417.1 


85 


12 


47 


429.4 


429.2 


86 


17 


69 


406.5 


409.3 


87 


18 


79 


381.4 


382.2 


88 


20 


87 


381.4 


382.2 


89 


11 


46 


399.9 


400.1 


90 


20 


88 


378.5 


379.2 


91 


16 


73 


364.4 


365.2 


92 


15 


58 


430.5 


431.3 


93 


16 


67 


400.5 


401.3 


94 


20 


81 


413.6 


414.3 


95 


12 


50 


400.5 


401.3 


96 


13 


52 


414.6 


415.3 


97 


19 


78 


408.5 


409.3 


98 


22 


62 


350.5 


351.5 


99 


10 


27 


380.4 


381.2 


100 


29 


80 


366.5 


367.1 


101 


3 


6 


456.6 


457.3 


102 


13 


37 


352.4 


353.2 


103 


15 


40 


366.5 


367.2 


104 


15 


56 


449.4 


450.2 


105 


15 


61 


410.5 


411.3 
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[0 3 5 1] 
[g2 2 8] 
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&IfE# 2003-3038823 



#2 002-113220 



gg10©o-5#3 



106 


16 


69 


389.3 


389.2 


107 


11 


51 


356.4 


357.2 


108 


10 


39 


422.9 


423.2 


109 


10 


41 


406.4 


407.2 


110 


2 


8 


392.5 


393.7 


111 


4 


15 


395.5 


396.3 


112 


6 


27 


359.5 


360.3 


113 


16 


47 


376.5 


377.3 


114 


19 


50 


420.6 


421.4 


115 


4 


11 


420.6 


421.4 


116 


14 


40 


401.5 


402.4 

<* 


117 


17 


54 


370.9 


371.2 


118 


14 


39 


415.3 


417.1 (Br) 


119 


8 


25 


381 .4 


382.2 


120 


7 


21 


383.4 


384.2 


121 


10 


32 


354.4 


355.2 


122 


6 


17 


392.5 


393.3 


123 


18 


56 


368.5 


369.2 


124 


22 


61 


417.3 


419.1 (Br) 


125 


26 


69 


429.4 


429.2 


126 


21 


67 


366.5 


367.3 


127 


27 


85 


443.4 


445.2 (Br) 


126 


23 


66 


399.9 


400.2 


129 


31 


91 


394.5 


395.3 


130 


20 


61 


370.4 


371.2 


131 


30 


91 


372.9 


373.2 


132 


22 


60 


422.6 


423.2 


133 


22 


70 


364.5 


365.2 


134 


22 


72 


352.5 


353.2 


135 


19 


57 


399.9 


400.1 


136 


24 


74 


378.5 


379.2 


137 


3 


91 


420.4 


421.3 


138 


11 


35 


348.5 


349.3 


139 


10 


28 


424.5 


425.3 


140 


8 


25 


380.5 


381.2 


141 


20 


51 


455.6 


456.3 
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Hi 2003-3038823 



#2 002-113220 



[0 3 5 2] 
[S2 2 9] 



4 2 0 



mfflfc 2003-3038823 



#2 002 — 113220 



142 


13 


37 


404.6 


405.3 


143 


13 


38 


389.3 


389.1 


144 


17 


43 


450.5 


451.3 


145 


20 


58 


400.5 


401.3 


146 


24 


63 


437.6 


438.3 


147 


21 


61 


390.6 


391.2 


148 


5 


17 


336.4 


337.1 


149 


11 


33 


364.4 


365.1 


150 


7 


19 


405.3 


405.1 


151 


2 


6 


386.S 


387.1 


152 


5 


14 


386.5 


387.1 


153 


1 


4 


428.5 


429.2 


154 


8 


8 


369.9 


370.1 


155 


6 


20 


365.4 


366.1 


156 


5 


16 


365.4 


366.1 


157 


6 


20 


338.4 


366.1 


158 


10 


12 


335.5 


336.1 


159 


11 


29 


420.5 


421.1 


160 


9 


23 


462.3 


463.1 


161 


17 


53 


364.4 


365.1 


162 


10 


26 


449.8 


451.0 (Br) 


163 


23 


23 


371.5 


372.1 


164 


17 


17 


386.4 


387.1 


165 


' 7 


20 


384:9 


385.1 


166 


5 


10 


588.2 


589.0 


167 


14 


38 


438.9 


439.2 


168 


9 


23 


438.9 


439.1 


169 


15 


46 


370.9 


371.1 


170 


19 


54 


362.5 


363.2 


171 


31 


82 


376.5 


377.3 


172 


6 


13 


403.5 


404.4 


173 


3 


8 


387.5 


388.3 


174 


6 


18 


387.5 


388.2 


175 


23 


70 


384.5 


385.2 


176 


9 


27 


384.5 


385.2 


177 


8 


22 


401.6 


402.3 
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[0 3 5 3] 
[*2 3 0] 



178 


5 


13 


387.5 


388.2 


179 


7 


20 


387.5 


388.4 


180 


2 


5 


449.6 


450.5 



[0 3 5 4] 



mmm i - 3 - 1 ] 

-tr^y *Jy- i Jitfy^kt e r t -^f/nxf^©M 
4 -75 j ^^;i/-tr^u i -5&/i/5l*>*t e r t -^fM^f;i/ ( 

2g) £7izh^ MJ/l/ (10 0ml) K:»3^U 0"C*e, 3-Jrjj)Vtf—)V*JJ 
* (2g) hLj$#V-JV (0. 2g) SUD^fc. lSt*2^3 0^ 

3--hD-l, 2-7i-l/>^75> (2. lg) 5 0 °C 

K1#»U 12WHbfe 0 >:M V?U\ZfriJto'KV4 5. K (2. 4g) 

y;i/^n7hy77-f - (5;*nn*#://^*iJ->=7/3-»i/o) icj;y 

919! U 4- [ (4--hn- 1 H-^yX4 5*V-/l/-2->f/b74 ~ 
^^ ;l> ] -tf/<ij*;>-l-*^3jf>it e r t-7*f;vx^r;i/#fe„ L C - 

Jfc*3. 5g, ^10 0%, 11619 5%, IMESI/MS m/ e 3 7 
6. 4 (M+ Do 
[0 3 5 5] 
[###[1-3-2] 

^f;i/-7^>©M 
4 - [ (4--hn-iH-^>x>f5^;-;v-2->f;v75;) 

] -tr^y Vy- i -*;i/d?>Mt e r t ( 1 3 mg) # 

(lml) ict&fru 4*)fe«kfl;**-i, 4-s;*^*>*iR (lml 

4 2 2 2003-3038823 



#2 002-113220 
) SHU*., 6 0T3T?ll$|H«8iLfc o ig^^JETCW^U #&*lfe«aElC* 

„ »iSE&«JEETK:W*U (4--bn-iH-^>X^^ 2->(jv 
) -e^U *?>-4 — f /I/ *^;i/-y LC-MSKlJ:*;rajeLfe. 
JRi8mg, JK$8 3% |$I10 0%, HlfiESI/MS m/e 27 6 
. 1 (M+ 1) „ 

[0 3 5 6], 
[###5 1 - 3 - 3 ] 

(4--hn-l H-K>X^ ^ 2 -4J\S) -fc^U *?>-4 — f 

;V^^;V-T^> (4 5 0mg, lmmol) O^fMMT? K-HS^ 
10:1) ^ (7mL) IC, l-f7h7;Vft F (3mmo 1) £.-f- b V V 
AhUT-feh^r^/ifnt: KU F (3mmol) £#H;t. Ifit«#bfe. 7jc 

M7^=100/0-^98/2) ICfcyWJilU (1 -±-7 9 1 ->f 

;i/^^^/-tr^.u s?>-4 — f;i/*^;i/) - (4 -— h n - 1 H-^>x-r ^ # 
y-;i/-2->f;i/) -y^>£#fe 0 Lc-Msjcfcyrajfeufe. 

424 5 0 0 mg\ 10 0%, MB. 100 %, £3g{IE S I /M S m/ e 
3 9 4. 0 (M+ 1) 0 . 
[0 3 5.7] 
[##Mi -3-4] 

4-T5/-2- [ (1 u>- 1 -^r^/^^;i/-tr^u ^>-4 -jfy 

— 7] -^>x-f ^ ^^/-^- 1 - *;i/3jf>l?t e r t - 7*f 

x 5^ 

(l -±y& i/y- 1 ->f^/^^^/-tr^U 2?v-4 ->f ;i/*^;i/) - (4- 

-hn- 1 H-'OX^f ^ £V-;t/-2 ->f;i/) -T^> (5 0 0mg) 1 

, 4-i?7f^-9-> (i5mi) izm-frh, -mm-p-t-y^)v (ig) 



4 2 3 
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#2 002 — 113220 

5 oT3T?2Bfriffl«#i/fc. mmzmmrizfoikL. m^nt^mm^^^y 

(5ml X 5) T'ffiWLfco ^t&fh7bKn77> (10ml) &C?&;frU 
^^-r.^y^;i/ (5 0 0mg) fcfltJ*.. #l}t^T^MT^^#L£: 0 SJSIK 

# vy- i ->f ;i/*^;i/-t^y ^>-4 ->f -75 7] -'OX^f 

lRi2 0 0'mg, $?^3 9%, ill0 0%, HiIESI/MS m/ e 4 
6 4. 3 (M+ 1)„ 
[0 3 5 8]. 

3 - r-fe^^r^ ^ -N- {2- c a -i-y * i;y- i jvff-fr-v^v 

4 — T 5. 7] - l H-/<>X>f ^ ^fy-;i/-4 - - 

4-7^7-2- [ (i -±-7* uy- i ->r ^^b-if^y ^>-4 --f 
-r^;] -^>x>f 5 #v-/i/- 1 -*;i/3if>^t e r t -zf^/v 

(0. O2mmol) &fh7tKD77> (1ml) »U SM 
V^nif;!/*;^^ 5 K (0. 0 5mmol) £ 1 -b: Kn3fi"<>!/h U 7 
V-JV—T^m^ (0. 0 5mmol) h 3 -7-fe^;b7 5 J zfu ttyW. ( 0 . 
0 5mmol) *1M7L. &ffiT**SHfc«f$bfc. SUSSEX 4SJ©effc#*-l, 

4- S?^ap*>»« (1ml) 5 0T3-ei^Wfl«¥lfe, ^^^JETiC 

^#bfe 0 ;f#Jf£SCX (7K>Kx;i/-hSCX5 0 OMG) &C#U * # 7 

-;i/fscx&im aigy^^-r^ ^ ; - ^wfflifc mmzw, 

BETCS^U 3-7tW^;-N- {2- C (1 Uy- 1 -<4Jl 

-4->r;i/} -^ntft>75 K&fffc. LC-MS y ^bfeo 

1R43. 6mg, JR^7 8%, «I10 0%, HffESI/MS m/ e 4 

6 3. 3 (M+ 1) „ 
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[0 3 5 9] 

mnw 1-3-2 frbmmmi - s - si 

fc&mtt 1-3-2 £> 1 - 3 - 8 (Dit&m*. 1 - 3 - 1 

mi -3 -4. &tfmmw 1-3-1 izm\ ftj&tzmm&v&j&vfc. 
%mi i tc^-To 

[0 3 6 0] 

mmm 1-3-9] 

n- (2- { ci- (3, 4-*?s7uw<yi?ji) -tr^y -4 ;t/*3=- 
;i/3 -T^y} - 1 H-^>x-f ^^ry-;b4 --r;i/) -t/^I/T^ K©-&rt 

4 -y ^ J -2 - { [1- (3, 4-i;^nn^>i?;i/) -tf^y$;>-4- 
>r;u*^;t/] -y ^ y } -^>^5^y-;i/i-*^>stert-^;i/ 

x*^;i/ (10mg, 0. 0 2 mmo 1) fb7tFn77> (1ml) JC 
HfrU h'Jxf;i/7^> (5. 6/tl, 0. 0 4mmol) iLZf^Vfl/PUV 
K (8. 3 /tl, 0. 0 8mmol) $:inx, tlT? 1 O^bfc. S 

Jfc*JC4&je*fl;3K*-l, 4-*;w>»i(lml) 50°CT*2 

*SfcflS^-hU^A*»«S:fll'A., H#^> :fc«*&SCX Fx;b- h S C 

X5 0 0MG) JCtfLfc- )l^;-^SCX^m 2 M^T * # 

»«S:«£6TK:«*l/, N- (2 - { [ 1 - (3 , 4 - 

-f 5 #V — ;i/4 — -f Jl>) -7^JVT$ K^#fco LC-MSICJ: y |^^bfc 0 
Jfc*4. 9mg, JK^5 2%, $1110 0%, ^IiESI/MS m/ e 4 
7 4. 0 (M+ 1 ) 0 

CTT'feS4-T^;-2- { [1- (3, 4 - ^nn^W - 

tr^y^>-4 — f^/^^;i/] -75;} ^ 

t e r.t —f&JI/X.X^'Jbtti* - 3- lj&>e>##Ml -3 -4JC^, 

[0 3 6 1] 

[HJfcM 1-3-10 bUJgM 1-3-56] 



4 2 5 
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4#2 002 — 113220 

ib&mm^ 1-3-10 tub 1-3-56 mum i - 3 - 9 k:^ 

[0 3 6 2] 
[HJgMl-3-5 7] 

^n;t>-i-^ii/*>i (2- { [i- (3, 4 nn-^>t>Vi/) - 

4-7^;-2 - { [1- (3, 4-^^nn-^>^) -tr^u^>-4 
— f;i/^^;i/] -75;} -^>x>f^^;-M-AM>itert-^f 

)131X^-J]s ( 1 Omg, 0. 0 2 mm o 1 ) <x- h ^ FU77> (1ml) 

lC?§;frU h'JxW>> (0. 04mmol) t^n 1 

^OUF (0. 0 8mmol) feflU*., £»*e*$8C«#0fc. MJ»fC4£i)&& 

A***^*., itML til&SCX W>Fx;i/-hSCX5 0 0MG) 

ffibfeo »«&«EETK:e*b, zfu;*>-l-7sJlfc>m (2- { [l- (3 
, .4-i;^Dn-K>^» -fc?^ys?>-4 — fji/**n,] -75;} - 1 h 
-'OX-f 5*V-;b-4-^;v) -75K^#fe 0 LC-MSJck y rajfebfe 

o 

Jfc* 0 . 8mg, JBfti 8 MS 10 0 %. HIHE S I /M S m/ e 5 1 
0. 1 (M+l) o 
[0 3 6 3] 

mmmi-3-5 8] 

1-3.-58 ©ft-a**, mmm 1-3-57 ^isi-snc 

[0 3 6 4] 

BWim-s-59] 
1- (2- { [1- (3, 4-i>^na-^>^) -fcf^y s;>-4 --f 



4 2 6 
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4#2 002 — 113220 

-y ^ J) -iH-^>x^>^y-;i/-4-^;i/) - 3 u 

4— T^y — 2— { [l- (3, ±-v>;xixi-Ky*j)\,) -tr^y^>-4 
->f -7 5. J] -f<>Xj ^#V~;n -jtuvtiSymt e r t -79-' 
jl/X7f^ (lOmg, 0. 02mmol) §7th-h'J^ (1ml) 
U x.*jmr*/T<*—h (0. 0 8mmol) ^M. IST'il»bfc. 
fcJ&WZK., AMfemtyfrm- 1, (lml) 50t: 

•eii$ISig#f^ SM&scx (3j?> Kx;i/-hscx5 o omg) sc#l£ 

^S&^ffiTtf^U l- (2- { [1- (3, 4-*?^nD-^^) - 

-3-xf;b-«j?i/75:#fe. LC-MSt:<fc^tbfe„ 
JR*1. 6ms. 1%. 6%, mmmE SI/MS m/e 47 

5. 0 (M+ 1 ) „ 
[0 3 6 5] 

[^JiMl-3-6 0] 

it^mm-^ 1-3-60 v>fci$miz^ mmm 1-3-59 ttj&-tz>m 

[0 3 6 6] 

\mmm 1 - 3 - 6 1 1 

N2 - [l- (3, 4-i?^nn^>^) -\£<<v yy- 4 -A - 

4 

4-y^y-2- { [l - (3, A-vvuu-^yVfy) -\£s<vyy-4 
->f;b^^;H — T ^ y } -s<yX4 tfy*-jii -jtjfrtfynt e r t -zf9 

JVm^^JV (1 Omg, 0. 0 2 mmo 1) *Z J (lml) lO&frh 
, 4gttgttMfc2K!*- 1, 4 (1 ml) &#Dx.. 5 0TCflH^ 
Ji^bfeo SM?:SCX (jJ?>Fx^-HSCX5 0 0MG) JCtfU ;* # 

-^T-scx^m 2MfeTy=e-r*$; ~;V^T^ffiL/fc„ 
JET*C^3;U N2 - [1- (3, 4-y^Dn^>^) -lf/<Uj;>-4- 
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4-^TS>£#fc 0 LC-M 

]R*6. 5mg, ^8 0%, .16110 0%, iIIESI/MS m/e 4 
0 4. 1 (M+ 1) . 
[0 3 6 7] 
[§H»!Il-3-6 2] 

ib&®&^ 1-3-62 <Dfc&miZ* MMW 1-3-61 izm\ ttfo-tzM 

[0 3 6 8] 
[S2 3 1] 
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m 11 



4t"£>$finNln 1-3— 


Jte"gr(rner) 




MW 


M+1 


1 
1 


0.4 


4 


498.6 


499.3 




2 


24 


490.4 


489.9 


1 
o 


4 


39 


462.6 


463.3 


A 


5 

w 


50 


476.6 


477.1 


0 


1 

1 


12 


484.6 
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#2 002—113220 

3 -r. h n-~7% )\;W.<£>Sfo 
4_-| %a _^y/<>y75>-l, 3-i?t> (2 0. 0 g, 0. 104m 

ol) £, 5 OTClCiDfibfer^^-TTKSUR (2 8%, 28ml) iC^LTo 

tiayr^^-^At^. (40 mi) cw»u am^£?i§ 

TIT, P H^2icM^bfe 0 ««l/T, 3--hn-7 

JK*1 2. 3 g, JR*5 6%„ 

X H-NMR (2 7 OmHz, CD3OD) : 8 8. 28 (1 H, dd, J = 7. 
6, 1. 2Hz), 8. 25 (1H, dd, J = 7. 8, 1. 2 Hz)., 7. 7 
2 (1H, dd, J = 7. 8, 7. 6Hz) ppm. 
[0 3 7 1] 
[##Ml-4-2] 

TfcM^U (4. 27g, 7 6. 2mmo 1) &7K (2 2ml) IC^^b 
, %C&h1&i$h. MM (0. 463ml, 9. 5 Ommo 1) &^Tbfc„ 3*1 
K3--hU-7$JVn (2. OOg, 9. 5 2mmol) tti, t^TiS? 

#U ^®tfffi^5:^bfco d*i£7jc2 0 ml K3S#U a&^£?&TbT 
, P H~4lcMigbfep 3t£©ffiffl^&8tJ&bTSg^U 2-7^7 - 

JK*1. 0 3 g, Ifc^5 9% 0 

1 H-NMR (2 7 0 mHz, CD3OD) : 8 8. 3 3 ( 1 H, d d, J = 8. 
4, 1. 7Hz), 8. 27 (1H, dd, J = 7. 6, 1. 7Hz), 6. 6 
7 (1H, dd, J = 8. 7, 7. 6 Hz) ppm. 
[0 3 7 2] 
MMNU-4-3] 
2-r>;-3--hn -^If f M^f;v©^ 

2-7^;-3-^bn-^|>ti (1. OOg, 5. 49mmol) 
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#2 002 — 113220 
(4 0 mi) Kl&mV, mm (0. 50 ml) ZMtlT. 2 QIQAMM 
gbt, *U OmliClESIbfe. 7K (2 0ml) S:JD^T^&, 

xxf;i/ (iomix3E) tituu #e>*ifc^«»&*i*«s^f 

n-^SSm^^^^^^^^r^^o NMRtCJ: *J H^bfc„ 
JRS6 6 1. 4mg, iR^6 1% 0 

1 H-NMR(270mHz, CDC 1, 3) : 8.8. 50 (br), 8. 37 
(1H, dd, J = 8. 6, 1. 4 Hz) , 8. 23 ( 1 H, dd, J = 7. 
6, 1. 4. Hz), 6. 6 5 (1H, dd, J = 8. 6, 7. 6Hz), 3. 
9 2 (3 H, s ) p p m. 
[0 3 7 3] 
[##031-4-4] 
2, 3 -S?7 5 J -$cM>^Wt* ; ?)l'^* : T-fr<D&f£ 

2_ 7 ?;-3--^n-gIfi^f;i/X^ (6 6 1mg, 3. 3 7m 

moi) ^^;-;K30mi) jciitfwu mmm.mrx. io%a7^?a 
-*-3it>»m (5mo 1%) ^m^.. y^m^mn,rx' immmwLr=. 0 - 

7^^nvhy77^ - (n-A^>/lSxf^f;i/=2/i) T?JRMBI 

UT. 2, 3 - ^ -^If f ^/XXf^Sifc NMRiCiUl^^b 
JR^5 17. 2mg, IRI9 2% 0 

1 H-NMR(270mHz, CDC 1, 3) : 8 7. 46 (1 H, dd, J = 
8. 2Hz, 1. 5Hz) , 6. 85 ( 1 H, dd, J = 8. 2Hz, 1. 5H 
z), 6. 60 (1H, t, J = 8. 2Hz), 5. 53 (br), 3. 87 ( 
3 H, s) , 3. 3 5 (br) p p m. 
[0 3 7 4] 

1 -4 - 5] 

2- [ (1 - t e r t -^h^S/tfil/tf-^-fcr^y *?>-4 — f - 
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#2 002-113220 

4 ^ *3P71/-fc?*y 1 -^;i//J^^^t e r t -^fJI/XXf^ ( 

3. 29g, 15. 4mmol) &Ti2 hXh V;i/ (40ml) SCitg?U ft® 

T^SPbfc. r*uci, i (3. 2 8g, is 

. 4mmo 1) &IM 5 #V-/I/ (3 1 4mg, 4. 6 mmo 1) tf>Tiz h- b 
U;i/^m (3 0ml) £?TFU M*-e#ab*^&2tWbfc 0 ^fSffit 
iC2, 3 -Vy% J -^lft^f;H^f^ (3.- 0 7 g,. l 8. 5 mmo 1 

) &in*., 5 0Tce«i#bfc. i?>fy^a^A;v3K^ ^ F ( 

2. 84ml, 18. 5mmol) 8 0^CT'2HF«lfe o KfoWiZ 

*>/Btfcftx*-/i/x;*-f-/i/=? 3/2 ->itxf^x^f;v/^ # 7 -fr/ h U x 
W5>=10/1/0. 1) T'tibt, 2-[(l-tert-^W 

iK*5. 4 7g, JRSp9 1. 4%. CM+1] = 3 8 9. 2 „ 
[0 3 7 5] 
[##$11-4-6] 

2- [ (tf^y >^>-4 --f;v*^;i/) -r^y] - 1 H-^>x-r ^ 
2 _ [ (i - 1 e r t -^h^$/^;i/5K~;v-^°^U ^>-4 --f ;i/^^;i/) 

-75. Jl -lH-^X-f5^;-^-4-*^»fMXf;i/ (2. 
28g, 5. 87mmol) li^;-^ (3ml) JC»i»U 4«3t*fl:7K* 
-1, 4 -^^if >?§?£( 1 0 m 1 , 4 0mmol) ZfflTl. M&."e&&StW 
bfco #ffflbfe»Ifeil*U imx^;i/XX^T?Sfe^lC^bT, 2- [ 

(tf/<u^>-4 — f;i/^^;i/) -75 y ] - i H-s<yX4 ^ #v-;i/- 4 - 

JRS1. 19g, K^5 6. 1%. [M+l] =2 8 9. 2„ 
[0 3 7 6] 
MSJM1-4-1] 
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2- { [l- (3, 5-y*nn-2-fc Kn^s/-^>s?;v) -tf^u^>- 

^/-4-^^>i^^raf^ (2 0mg, 0. 0 5 5mmol) 

/i/*/b**$/K-»» (i o : l) izmmh. 2-tFn*S/-3, 5-^*n 

n/<>X7;i/fHK (3 2. Omg. 0. 1 6 6mmo 1) ^O^hU ^AhU 
Tth^i/^ntFUF (3 5. Omg, 0. 16 6mg) SM, 5 0°C1?2 

HW«#bfe. Mfsmic^^y-;^ (imi) &ip^T> l^iaai^bfc^jc, 

SCX@iiffl Fx;V- b SCX5 0 OMG) iCTifitlgbfco dtl&Sk 

MHPLCT'iibt, 2- { [l- (3, 5-s?*nn-2-t:Fn**/ 

y_ ;l/ _ 4 -^j;i/3jf>^^^;vx:^^;v5:#feo L C -MS {Cd: »J 
JR»10. lmg> &*P§3 9. 3%, HSI94. 0%. [M+l] =4 6 3. 1 
[0 3 7 7] 

mmm 1-4 -zp^mmm 1-4-9] 

1-4-2^61-4-9* MMffl 1-4-1 lCfi£ 

[0 3 7 8] 
[#tMl-4-7] 

2 - [ (i-tert -y bdr^^7^7j<-;b-tf^y - 4 - w - 
2 - [ (i-tert -^h^i/^^/K-;i/-tf^sU 4 ->f;i/* 

-T^y] -lH-/<>X'f^^^-;i/-4-*M>Sl^fM^f^ (5. 
4 7g. 14. lmmol) 5:^^;-^ (60ml) *BMfey*# 
(4mol/L, 2 0ml. 80mmol) S|i 50t)t«I# 

Rj»«fe*» ,, e?i«rb, BMfemm (5mi) &»iTbfc. sfejci^je 
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2 - [ (1-tert -zfb**/itJJltf~JV-\*<<V 4 -JJVt^Jl) - 

7 5. 7 ] - 1 H-^>X^ #l/-;i/-4 -#;i/3K>^S:#£: 0 LC-MS&CJ: 

Jfci3. 6 8g, JR§p6 9. 7%, [M+l] = 3 7 5. 2 . 
[0 3 7 9] 
[#^1-4-8] 

4- { [4- (2 h^$/-oi^;i/^;vA^-r;i/) - 1 H-KyX4 $ #V- 
;i/-2 — ovt^j] -tr^y 1 -juistfymt e r t 

2- [ (l-t e r t -7b3ri/J3)Vj$-)]s-\s^\) *?y-4 ->f )V*?*;V) 

-r^Jl-m-y<yX^^^y*-)V-4-itjjv^ym(i. 20g, 3. 2 
Ommol) S?)lf MM7^ Ki:fh7t Kn7>>0l^l (1 : 

i, 2 0mi) cwst, i Fn^r>>^>y h urv-;v— TK^tl^l (7 3 

7mg, 4. 81mmol) &tf2 h3f*/-X^;V7^ > (0. 4 2ml, 
4. 8mmol) ^Xtco S £ IC 1 - X*7l/- 3 - ( 3 - ^;i/T ^ J 
fcf;i/) #;i/3tf*M ^ (l. 9 0g, 6. 40mmol) &fln*.&«k g 

»^4^ra«^bfe. M^tcTfc (loomi) sana., itxf^xxrji/ ( 

1 5 0 m 1 X 3 E) ti»U ^ajf^HSr^TK ( 1 0 0 m 1 ) & 

^*7A^nTh^77^ - (Mif;bx^f;i//^^;-^=3 o/i) 
-c^lt, 4 - { [4 - (2 h^-x^^w^^ - 1 h-^> 
x-f ^ 2-4jit^ j> ] -tr^y *Jy- i -#;i/3tf:y^t 

e r t -^f^X^f;^#fe„ LC-MSCi U im^Ufeo 
JR»1. 3 0g, JR^9 4. 1%, [M+l] =4 3 2. 2 0 

[0 3 8 0] 
[#%Ml-4-9] 

2 - c (if/^u 4 ->f -r ^ 7 ] - 1 n-^yxj k #v-/b 
-4-ij^ym (2-* h^rt/-x^;i/) -r^ K©£-/£ 

4- {[4- (2-* h3fS/-X^;i/#;W^-f ;!✓) - 1 H-'OX^ ^ #V 
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#2002—113220 

2->f;i/T^ J] -**-JU) -tf^'J - 1 -*^3R>it e r t - ^ 
f^X^f;V (1. 3 0g, 3. 0 1 mmo 1) J-)\s (1ml) iZ&ffl 

U 4«3fe*ft**-l, 4-*;*^>»« (7. 0ml, 2 8. Ommol 

) fcanit, 5ovT*immmwv&o BLmmzmmmm. 2- c 

JR* 1 . 23g, l&m 10 0 %, mm : CM+ 1 ] =332. 2 0 
[0 3 8 1] 

[HJiMi-4-io] 
2- { [1- (5-^'nn-2-t:KD^J/-/<>^) -tf^u i?>-4 - 
>r;v^^;i/3 -t^j) - 1 H-^ox-r ^ #V-;i>-4 (2-* 

2- c (tr<*y s?>-4 --f;i/*^;i/) -y^;] -iH-^>x>f5^;-^ 

-4-#;i/3tf>^ (2-* b^ri/-x^-;i/) (20mg, 0. 049m 

mol) ^ ^^^XM^rJ/K-ii (10:1, 0. 5 0ml) 
, 2 - t; KnSft'- 5 —9 n n^XT^ft F ( 2 3 m 0. 1 5 mmo 1 
) „ RZH-bV ^AhUT-fe h^rS/JKnt. KU K (3 lmg, 0. 15mg) £ 
iH*., 5 0TCT?2HiajR^Ufe. M^IKlC^^y-;!/ (1ml) &in*.T, 1# 
IfilflMeLiMfcK:, SCXHiiUS (^Kx^/-hSCX50 0MG) JCTJPIIS 
bfeo wtlS:^ 6>&C3MfcH P LCT*fibT> 2- ( [1- (5-^DD-2- 
fc Fn3r$/-'<> $?;!/) -fcf^U S?>-4 ->f /I/* J) - 1 H-- * 

yxj s#V-/b-4 (2-* h*s/-x*7i/) -ys F&fcfc. 

LC-MSICJ: (J^bfe. 

4mg, ^4 0. 6%, if|9 4. 0%, [M+l] =4 7 2. 2. 
[0 3 8 2] 

MfcflU-4-1 l^bUJSM 1-4-1 7] 

1-4-1 lA>e>l-4-l 7 ©-fb^O^^ii, 1 - 4 - 

i oic^v>, ^js-r sim* bfc. ^&^i 2ic^t„ 

4 3 6 mSI# 2003-3038823 
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[0 3 8 3] 
[##$11-4-1 0] 
2- { [1- (3, 5-i?^DD-2-k KndpS/-^>^) -tf^U^>- 

2- { [l- (3, 5-s;^nn-2-tiKn^s/-'<>^;i/) -tf^u^> 

^;i,:n>^;i/ (9 9 3mg, 2. 1 4mmo 1) (1 0ml) KM 

Mh, 7K^bU^^A7jc^?g (4M, 5. 4ml. 2 1. 4mmol) *ilMXt=. 

♦ 

jgTbt, P H^6. 0lcM^Lfc o mm^ft3L*Tfr (lml) &#nx.T3 
Bfl^^bfc^tC. ^fm^&^b, 2- { [1 - (3, 5-i>^nD-2-t 

Fn^>>-^>^;i/) -tr^u^>-4 — f;i/*^;i/| -7?;} - ih-k> 

X-f 5#V-;i/-4 -#;t//ff>M£#fc. LC-MStCfcUH^bfco 
JRA8 0 2. 6mg, 8 3 . 5%. [M+l] =44 9. l n 

[0 3 8 4] 
[HM1-4-1 8] 

2- { [l- (3, 5-^nn-2-t Fn3 i */-'<>£>Vi') -tf^U^>- 
4 ->f;i/^^;i/] - T ^ ^ } - l H-/<>X-r ^ -XJi-tfyMJ v 

2- { [l- (3, 5-i?^nn-2-tKn^i/-^>^i/) -\£s<Vi?y 
-4->f;i/*^;i/] — T ^ y } -ih-^^^;-;i/-4-*M>I( 

3 0. Omg, 0.0 6 6 8mmo 1) i? * ^JVfcJV&T ^ F (0. 5 Om 

i) icisstfe. mtci-tiFa^r^^> % /Fur^-;v— *^o% (3 0. 

6mg, 0. 2 0 Ommo 1) , <i VzfU tf;i/T^ > (11. 8mg, 0. .2 0 
Ommol), i?^V^n^M^>f^F (3 0. 0. 2 0 0mm 

ol) fc^A, 4 0tJ^»bfc. S^C^^y-;!/ (2ml) £;&!J;tT 

. i o^mmwvr^K. BLmmzscx (^Ki^-hscx5ooMG) 
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, 2 - { [1- (3, 5-^nD-2-tKD^i/-^>^i/) -bT/<Us;> 
y^ntf;v7^ Flffe. l c-ms fc «fc y Rjibfe. 

IR*2 5. 6mg, IR^7 8. 1%, >&6S9 7. 3%. [M+l] =4 9 0. 1 
[0 3 8 5] 

mmmi -4 - 1 9^&iin -4 -3 0] 

-ftl-&*## 1-4-19*61-4-80 <Z)^^©tt> 1-4-1 8 K 

[0 3 8 6] 
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[*2 3 3] 

m 12 
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10 


39 


463.4 
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19 


80 
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429.1 
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28 
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473.4 


473.1 
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18 


74 


439.5 
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26 
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4322 
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28 
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406.5 
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294 


44 
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10 




41 
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11 
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42 


516.4 


51 8.1 (Br) 


12 


17 
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482.5 
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13 
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27 
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23 
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11 
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13 


69 
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mmm 1 - 5 - 1 ] 
,3, 4 - J?75 ;SJlSiif /l/X^f^©tJ* 

3, 4-^75;^Ift (2. 0 0 3 g, 13. 17mmol), h'J7x 
-JVfcXy-i y (4. 2 4 8 g. 16. 20mmol) £ bJV^y (20ml) 
i:fh7t:Kn77> (1 0ml) icli^tfc x#7-;v (2ml) £UtI;t 

xn^ntc^n^mmmc. y-j^^^ymv^v-fn^^ u. 5mi, 9 

9 6mmol) *»TU 3 . 5 B£RS£l#Lfco ZtKrVV**** 

WlPJ V^"Obf;i/ (1. 5 ml, 5. 9 8mmol) ?:iTbt> 1 
St#U #&nfcfiJ«»**^ (100mlx2H) CJ:9«r»b 

^mm'^iu^x, pH>1 liibfet, t^^^x^;i/xxr;v (10 0 

ml-e2tS) Mbfc *«Jfftim*«3|C (5 0ml) Tf«»b, 

hU7A±t«^^o «mn®ti9a, ©^©ast©^ 3, 4-^75 
j ^mmm^**-^* *mn&m<* t. vxm~. l c -m s k £ y n& ufc 

a 

JRS1. 54 7 g, JK^65%, HIIESI/MS m/ e 18 1. 1. (M 
+ 1) o 

[0 3 8 8] 

Tfla©fls-&*^^^T*>, ##^i-5-urai^ ^jSfSM^&^b 

xi$mi>t=.o 

3, 4-^T^7^#^-fV^ntf;i/XX^;i/:iR*l. 3 0 2 g, J&*S4 9 

3, 4-^T^7^S#^-fV^^^^^ :I K* 2 - 0 14g, JRf7 2% 
3, 4 - ^7 ^ ; ^gf i?VVX7xf;i/ : ItiO . 33 1g> W10% 

3, 4 -i?T$ J&M^W.isV O^^Wr^ : lR*0 . 24 5 g, iR$8 
% 

[0 3 8 9] 

mmmi- 5-2] 

2 _ [ (i-tert-T'h^i/*^-^-^^- 4 -^^^ ~ 
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#2002—113220 

4 j *^/u-.i£*iJ i -^;v>K>mt e r t-^^X^fly ( 

0. 3 9 4 g, 1. 84mmol) ^ 7tb-hUJV (3ml) tC»»bfe. 
0 o C"e. (0. 34 0 g, 1. 9 1mmol) £ 

^ *#V_/l, (o. 0 5 2 g, 0. 7 7mmol)0rtb-h'J^i(6m 
1) ft, Mtl«Fiim iRJ«*^3, 4-s;y5 

;§IfiXf^/XXf;V (0. 371 g. 2. 06mmol) ft in*., 50X3 

T-5. 5^ram#bfe 0 MJc, *My^nfcf;i/:ft;i/tf$M ^ K (0. 32ml) 
fxf^iXf^ (10 0ml) -etttuu «Mft*»««tHy9A±'tll 
whir??* - (^an^>/^;^=49/i^i 

9/1) ICT»*IU ffeT'E^^TXtBfffia- C (1-tert -^h^f- 
]R*0. 83 8 g, lt»%, jfcWHESI/MS m/e. 4 0 3. 2 (M+ 1 

) o 

[0 3 9 0] 

MM*« 1 - 5 - 3 ] 

2- [ (tf^u^>-4-^;i/^^;i/) -r^>n -iH-^x>f5f;^ 

2- [ (1-t e r t-^b^^*^sK-;i/-tf^U^^-4— T;i/^^>H/) 

9 tKD77> (2ml) tC?£S?b, 4 1, 4-S?***>»« 

(3ml) ftJ0*.fe. ^Wfc*««f»bfefcO, x*;-/U (5ml) ZMx.Xm 

-a/i/tfs/Bfcx^/i/x^-x^ftWfc. Lc-MSicJ:UBuebfe. 

JR*0. 9 4 2 g, JRSP1 0 0%, mmmE S I/MS m/e 3 0 3. 1 ( 

4 4 1 ffiiE# 2003-3038823 
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M+ 1) o 

[0 3 9 1] 

mmm 1-5-1] 

2- { [i- (3, 5 -vtuu- 2 -\l Fn^r t/K^viO - tf^u Vy-A 
2- [ (tr^u ^>-4 --f ;i/*^;v) -y^7] -ih-k>^^^;- 

;b _ 5 -^j^j^v^x^^ni^^;!/ (0. lmmol) ffl^^f^*M7 5 K 
(10:1) ^ (1. Oml) fC, 3, 5 - V V U U - 2 - fc: FD 2/ 
^Xr^ftK (0. 3mmol) fcth'^AhUT^h^^nt F'J K 
(0. 3mmol) IStMftfc. fi/£*?£K:* * 7 -/I/ (1. 

Oml) fcftlitSJiS&flfJhU 1 ®fffimW&, ii5:SCX (#> Ki^- h S 

cxsooMG) ic#bfe 0 ^v%T^nntf;;i/A/*# y (1 

/n scxwt, o. 5&£y>^-r$?***>*jre» 

ffll>fc. »«&«ffiTtC«5£:U #5>4xfca^&^HPLCtC#b, 2- { [ 
l- (3, 5-s?^nD-2-tKn^i/^^) -\£s<v i?y- 4 -4 A* 
_ 7 5 y } - 1 u-^yx^f ^ #V-;i/- 5 -^;v/K>|xf;nxfji/ 
#fe„ LC-MSiCct y m^bfeo 

JR*1. 6mg, JR*3. 4%, #B«9 8%, UliESI/MS m/e 4 
7 7. 1 (M+ 1)„ 
[0 3 9 2] 

mmm 1 - 5 - 2 *»&*flSM 1 - 5 - si 

ffs-^-^## 1-5-2*61-5-8 (Z)tt;-£-#r&, 1 - 5 - 1 * e>## 

Ml -5-3, MMM l - 5 - l *ct£VN, ^jS-rsjEWJ: U^bfe. 
1 3 ic^1\ 

[0 3 9 3] 

[##flli-a-4] 

3, 4 -^7? ;lclf i^f M^riV©^ 

3, 4-i?7^;SIfSI (2 5. Og, 164mmol) 
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(164ml) 0t3T^o<'JilMft-;i/ (13. 0ml. 180mm 

oi) zmThfc. mm*m*&&m* jsics ox:x*m&mwvt=. 0 

JET 6 ot)t«$^ 3, 4-s;r^^^S#m^^^x^^;i/S:#feo NM 
IRA 3 1. 1 6 g, IR^7 9%„ 

%-NMR (2 7 0MHz, CDCI3) :3. 76 (s, 3H), 6. 85 ( 
d, 1H, J = 8. 6Hz), 7. 63 (dd, 1 H, J-l. 9, 8. 6Hz 
) , 7. 78 (d, 1 H, J = 1 . 9 H z) . 
[0 3 9 4] 

mmm 1 - 5 - 9 & ^mnm 1-5-13] 
it^m^ 1-5-9 <Dtt>&m\z^ ##m 1-5-4, 

Kl-5-2, 1 - 5 - 3 , *|g«i-5-iK:«v^|iS'rsjK»J:V# 

[0 3 9 5] 

[##031-5-5] 

4-7Mn-3--bn-flfi^W^ (5 0 7. 3mg. 2. 
5 5mmo 1) Z^b^K KD75^ (1ml) C**U #»ifTfif^r? 
> (2. 0Mfh7t: F077>iE 2. 55ml. 5. 09mmol) 

x.. ti-dtmifc. s«*ftt«ff«ibt, stmx^;vx^^;i/ (20m 

y^^-^l^^t: Kn^^>^?t (2. OM, 3ml) K:J8»U «£*bT5 0 
X3-C5»W«#Pbfc. 50K*ftl«£EWIbTiWx^^x^^ (3 0ml) *c 
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JR* 5 4 0 m g , 10 0%, [M+l] =211. 1 . 

[0 3 9 6] 

1 - 5 - 6 ] 

3 -y * J - 4 -*^;vy ^ 7 -sift^fi^^r;i/©M 

4-^f;i/75;-3--hn-^lf®^fM^T^ (5 4 0mg, 2. 
5 mm o 1 ) ^H^X^l/XT^;^*^;^ £7-/1/(2:1) (20ml) 
&C?£8?b, g*#HftTTf 1 0%;l5S?9A-*-3R>»* (5mol%) 

itt^iibt, 3 -75 ;-4-^f^75 7 -^lfi^;n^r;i/ 

LC-MSKlAVWJfeUfc.^ 
tl4 4 1mg> IR^10 0%, [M+l] =18 1. 1 B 
[0 3 9 7] 

[ggj&RI 1-5-14 jb> &gdM 1-5-16] 
-fb#®## 1-5-14^^1^5-16 Oft-S^te, ##M 1-5-5, # 
^flf 1 - 5 - 6 , ###9 1-5-2, 1 - 5 - 3 , 1 - 5 - 1 iCfifc 

[0 3 9 8] 

1 - 5 - 7 ] 

4-tert -^h^^;V»7^ 7-3 - -hn-^Efi^f M^f 

4 _ 7 ,;_3--|.a-^Iii^f;VX^f;V (1. 0 3 g, 5. 25m 
mol) h7fcKn77> (50ml) Ci§8¥U thU9A^ ( h V * 
WJ^) 7§K (1. 0Mfh7HKn77>iE 10. 5ml, 10. 
5mmol) I^15^WtL IftlcrJtii?^^ (1. 4 

4ml, 6. 30mmol) 0fh7t KD77>M (10ml) liTl/t 

Hffi6lzmMlsf~o i^^itxf;i/x^fil/ (10 0mlX3) T'MffiU # 
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iXf;HXf;i/=9/l) T*mmisT, 4-tert-^h^i/«-^r 
S. J - 3 --bn-gll^f^fiVSife. LC-MStC £ DH^bfe 

a 

JR*1. 1 1 g> IR^7 1. 4%. [M+ 1] = 2 9 7. 1. 
[0 3 9 9] 

m^m i - 5 - 8 ] 

3 _ T 5 ;- 4 -tert h frtf-frT ^ J ^ 

4-ter t-ys=ir^M^r5;-3--bD-^ifi^f;^ 

,f^(l ( 'llg, 3. 7 5mmol) SiKxf ^fJM^ (1 = 

i) (30ml) fc»#bfc. gi#H^Tt*i o%;^^^^-^-^>t* 

(2 0 0mg, 5mol%) ft* it, **#HAT****«#Pbfe. R***:* 

JR49 2 4. lmg, IR$9 2. 3%, [M+l] = 2 6 7. 3„ 
[0 4 0 0] 

4-ter t -^h^r>>7!j;i/^-;i/T^ ; -3 - ( 2 h a -*yH 

3 _ r ^ y - 4 - t e r t -^h^S/A^-^TS ^ -^Ifi^f^x^ 
(817. 3mg, 3. 0 7mmo 1) S^DD^^> (1 0ml) tC» 
$£b> SKI^T^t? U (0. 373ml, 4. 60 mmo 1) , 2 --bn 
K>f>^*-^^n'J K (8 1 5mg, 3. 6 8mmo 1) &#IJX., ^WV 

4&fflMWhfc 0 trys?> (0. 050ml), 2--bn^>f>x^-;i' 

^nUF (13 5mg) 3 fcfc 2 BfrlfflatfPbfc. 

,*(30ml) fciJUfcfelfeK:, fiif^XXf;!/ (20mlX3)t*iffib 
. iEIitfC^iftbfcM?:> n-A3rt>-»ixfil/X^r^ (4 : 1 



445 



ffifEfl 2003-3038823 



#2 00 2-113220 

-3 - (2 hn-^>-tf >*;i^-^7^ J) -&M&Wt**Jb*'Xm'* 

#fe B LC-MSlCiy^tfc. 
flfcfel. 23g, 1R*8 8. 7% D 
[0 4 0 1] 

5-10] 

4- t e r t - ^^^;V»T^-3- (2--bD-^^ 
^-;i/T^>0 -^M.mn^=f-J^^^^^ d- 2 3g, 2. 7 3mmol)£ 
i?^»A7U' (10ml) Kl*jWU *JBifCKi*yfA (1. 13 
gs 8. 16mmol) fcaWf ^ (0. 254ml, 4. 09mmol) 
ft**., £*T?2l*H*#Pbfc. RJ»*K1* (10 0ml) ft**., r*tMW 
XfjVXXf^ (4 0mlX4) T'Sjffibfc. 

J&sfSl. 4 1g, JRs(5 1 0 0% o 
[0 4 0 2] 

1-5-1 1 ] 

4-t e r t - ^b*J/*^#i/l/r 5 ; - 8 - ^f ; 
>if>x;v^-^) -T^ -^^^^^x^^;!/ (1. 41g, 2. 7 

3mmol) &^WMr5K (10ml) CWWb, JMWCIM* U 
*A (1. 13g, 8. 16mmol)Mft7i;^(0. 3 0 7ml. 
2. 9 9mmol) ft**., MTC 1 WIMWPbfc. £*S»C* (10 0ml) 
fcflllx.. in^fixf^i^riV (4 0 ml X 3) t'tffilfe. #e>ftfc^a 
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;i/=8 5/1 5) tfibt, 4-tert h * 7 3 / - 3 - 

17 9 4. 3mg> IK$62. 7%, [M+l] = 281. 1. 
[0 4 0 3] 
[#fil-5-12] 
4-7?; - 3 -*?-)\sT$. J fJbxxfiV©^ 

4-ter t -^h^ri/^;V^-;i/T ? y - 3-*?-frT$ J -gc&^Bft*^ 
;HXf;V (7 9 4. 3mg, 2. 83mmol) (7. 0ml) 

\zmmi» *»it»-e4Ste*fli**-i, 4-s;***>»* o. 54mi, 

14. 3 mm o 

^LfcHfo^TK^ h V y&ykmmc&g. rfiMxfji/xxr;!/ (3 0 

mix 3) tittibfe, ft***'?*'* 

_ ( n -/\^^>/^3i^;i/xx^;v=4/' 1-+3/2-+ i/i) vmm^x 

JR4 3 4 2. 7 m g , J&§P 67. 2 %, [M+l] =181. 1 „ 
[0 4 0 4] 

mmm 1-5-17 1-5-19] 

ffc-&^## 1-5-17^1-5-19 <Djt&m\Z. 1 ~ 5 - 7 * & 

##w 1-5-1 2 , ##m 1-5-2, 1 - 5 - 3 , mmm 1-5-1 

[0 4 0 5] 
EgffiW 1-5-2 0] 

i= 7 } - 1 n-^yXJ $ 4t\r—ju- 5 -j])vtf>M<D&& 
2- { [1- (3-7x-;i/-7*nif^) -t^u -4 - 
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7 ^ j) -iH-^>X-f^^y-;i/-5-^j;i/jj?>m^^^^^^^ (3. 2 
mmol) (10ml) UH»U 4 «3fe*»flS U ^ 9 ( 

5. 4ml, 21. 4 mmol) fcfl&;tfc. SH5*& 5 0 "Cl? 2 BfMWatfPbfctfc 
jc, ^Mtc^Ufeo.mici^sm&^TL/T, pH$&6. OlC^igbfeo 
||ifMXf;i/ (lml) *MXT 3!%ffimWLfc.m^. ffi&®*WML, 
2- { [ 1 - (3 -7i-;i/-^DtfJl/) -lf/<'jy>-4->f^fM — T 
^7} - 1 H-'OX-f S#V-/I/- 5-#;i/tft>m£#£o LC-MSJCiU 

JR*1. Olg, iR^7 9. 9%, MI9 8. 5%, [M+l] =3 9 3. 1 B 
[0 4 0 6] 

mnw 1-5-21 zmmw 1-5-22] 

ik&m^ 1-5-21 frb 1-5-22 co-m^te. 1 - 5 - 2 0 (c 

[0 4 0 7] 

[HJ&M 1-5-23] 

2- [ (1 -^7? 1 ->f ;i/*^;i/-i^y t?>-4 --r;i/*^;i/) — 7 

2 - [ (1 —t-*7 9 \sy- 1 ->f ;v*^;v-tf^y s^>-4 -jjvt^ji) - 
T ^ y ] - 1 h-/<>^ 5 ^*;->n/- 5 - 1 3 (20: omg, 0 

. 04 8 0mm ol), 1 - \L FD h V 7V-;i/— T^m®) ( 2 2 . 0 

mg, 0. 14 5mmol) fc-x- h^K. KD77>-^^f^M7^ F ( 1 

: 1, 0. 5 0 0ml) lC^fl?bfc. rtUC, N, N-^*^;i/X^-l/>^7^ 
> (0. 0160ml. 0. 14 5mmo 1) . %.X$N , N - *M V ?U 
fyHtV-i $ F (0. 0 2 2 0ml. 0. 14 5mmol) ZiffiX. ^H"??^^^ 
#U£„ M^iCTK (2ml) SriD^T, 1 0«ffb, if^x^x;*^;!/ 

(lml X 3 0) T'Mffibfeo #£ftfcSf^x^;i,x;3^;i,Jg£, SCXgffii 

mx-mmLfcrnz. hplcmt«it, 2- : (i--^#u>-i--f 
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JjStSl 0. 5mg, JR^4 5. 1%. WEI 00%. [M+l] =4 8 5. 4 
[0 4 0 8] 

[IIMl-5-24^^il-5-l 9 0] 
-ffe-&ft## l-5-24**&l-5-190* "e<Dit&mte> MteW 1 - 5 - 

[0 4 0 9] 
[#%Il-5-13] 
2- [ (1— +7^tl/>-l--f^^^^-^^ , J s:; ^- 4 ~" r;V ^^ ;1/) ~ 7 
*;]-^X-f^^-l. 5-2?*^/3K>»l ~ t e r t -^^^ 

r ^ y ] _ ! H-«*>x>f5*v-/i/- 5-#;vtff>^*^t/x;*^;i/ d** 

2. 3 3mmol) 5:1, 4-$?**i*-> (2 5ml) JC»WU 
t-^/l/ (ioi 7mg, 4. 6 6mmo 1) *MX. 8 O^T'l 1 

(j;9DD^^>/^f>'-^/TEA=8 5/10/5) IC J: »J *tSSU 

2- [ (i-^7^i/>-i--f;i/^^;i/-^^u^>-4--f;v^^^) -r 

f^/5-^f;i/X^f;^#fe. LC-MSKlJ:»JHSbfe. 
jR*l". 1 g. W9 6%, LCMS (5 2 9. 2 m/ z M+ 1) . 
[0 4 10] 
[«M 1-5-191] 

{2- c a-±7* - 

rt-^X^5-WX^(9 4 0mg, 1. 7 8mmol)£ 
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, nmrh^K-Fuyry (ismi) ic^u ot^u^* A**ffcr/i/s 

-^ (135 mg, 3. 5 6mmol)H^ 3^r^#bfc 0 $mWM^ b 

* ;-.^/TEA=90/5/5) iCjcy^b. (2- [ (l-t7^>- 

JR*8 2 2mg, JR*9 1%. «S8 9. 3 %> LCMS (4 0 1. 2m/z 

M+ 1) = 

[0 4 11] 
[HS6M1 - 5- 1 9 2] 

2 _ c (1 -^#i/>-i-^;v*^;v-fc^u^>-4-^;v*^;i>) -r 
l-tiKn^-i-^v-iH-i* 5 -^^ £ d l ti, 2] a-K 

dfy_/b-3 (8 4 6mg, 3. 0 2mmol) O^^f^X^^fi' K 

KK(iOml) t, (2- [ (l-^*!/*-!-*****-** 1 -^* 
-4->f;v*3^) — t ^ ^ ] -ih-^^^^-5-^;H -** 

;_;K8 0 7mg, 2. 0 Umo 1) 0^fW«^M d 0m 
1) ICiHX, &UX*9mffimWlst=.o StoK (2 0 0ml) CM0?g?££^b&<fr 
, gfiT? 3 |ixf;i/i7,fA/l:illx, lO^FIib<i#biffi 

^D7h^77-f - (^x^-;i'3ix^;v/^^^-^=9/i) tctyftSSb 

fc 0 S6Cd«HPLCC««U 2- C f^*^- 

tr^u$;>-4--f^^^;i/) -ys-O -ih-^^5^;-;h5-a 

lKl34mg, JR^4%, «H0O%; LCMS (3 9 9. 2 m/ z M+ 1 

) o 
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[0 4 12] 

mmm 1-5-193] 

2 _ [ (1 _^ 7 ^i,>-l->f;v^^^-t: 0 ^U^>-4--f;i/^^^) -T 

mmtt?, 2- [ (i-^^^ix>-i—r;^^;v-tf^ , J^>-4- 

>f;i/*^;i>) -T^;] - 1 H-^>X>f ^ - 5 - *^7^/r H F ( 

2. 7mg> 0. 0 5 7 Ommo 1) K (1ml) iC 

iiU fciKD^i/^T^^StS (8 m g^ °- 1 1 5mmo 1) fcBfcJfe* 

8 0TDT?2BWB3 0^«#Pbfe- SttMcWSth'J^* 

^K^^/l^VAT^ K (1ml) J:4ajttfl*«/1, 

4 _j?^-^>^&9igj&n^., i o o o c-ei 2^ram#bfeo 5ig*tftt 

h'J^ii*^*^ H*©»ffi»«fef?vv #e>nfe^§:^M^ , J*^ 
;^n?b^7^ Wnn^ >/* # ; -*/ b U > = 8 5 

/l 0/5) "CWWU 2- [ (1 - t7«-l/> - 1 - -f ^fAz-^'J f> 

|R^2 9%, 3%. JKS6. 6mgT*#fc 0 LCMS (3 9 6. 3m 

/z M+ Do 

[0 4 13] 
[##«l-5-14] 

2- c (l-^*^-!-^*^-^^^- 4 -^*^ 1 ^ ~ ( 

7 ? ; ] _ x H _/ox>f ^ 9V—fr- 5 -^j;vjK>^^^;i/x^^;i/ (i g, 

2. 3 3mmol) MMWITTf. «*fh5tKn79> (3 0ml) IC 
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^jgb, 0-CtC^bfco 60%**ftth'J^ (I87mg, 4. 8 9mm 
ol) ft**., 0t;T!7 2£IWJWPbfc. 2- (b'J^WU;!/) 
fH.Q'JK (8 15. 8mg, 4. 8 9mmol) 0TCt'3 0» 

x^/lz/'s**:/ = 2 / 3 -* 3 / 2 -> 1 / 0 iW&S&l b feMW**©**- 

) ) icfcy»«u 2- c (i-^-^^i/>-i-- j f;v^^;v-if/<y^>-4 
->r;u*^;i/) - (2-h'j^^s/5-/i/-xh*^f^) -r^y] -i 

- (2- h U^^^i/^-;b-xbdri/^^;i/) 

5 -^jMv^^XXf^^. LC-MSICfc y fH^Ufco 

jRt6 24mg, JR^39%. «fi9 5. 1%, LCMS (6 8 9. 3 m/ z 

M + 1 ) o 

[0 4 14] 

- 5-15] 

[2- [ (i — r 7& i/y- i -^oi^^v-t^y *?>-4 ->f - 
(2- by ^w^-^-ih^^^^) -r^ /] -i- 

aawwrF-c* 2- c (i-^^^i/>-i— (Kt^jv-wj 

-4 - (2- by /i/-xi**$/**\n/) -r^^3 -1- 

(2- h 'j^f;i/^7-;i/-xh^ri/^f;i/) - ih-^x^^^-^- 5 

-A^i^fM^I/ (6 24mg, 0. 91mmol) 

KD79> (lomi) tc»#u ox:T?y^#A*aHfcT;i>$-*A (72. 

4mg, 1. 8 2mmol) fciH*., 2 WMHatfPbfc. IMMMH" h U 

Ttc93cb C2- c a — i — r;v^^;v-tf^y s?>-4 ->f;i/ 
- (2 - b y ,n/-x h^s/^^A') -y ^ -i- (2 
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6 8mg, 4X^9 5%, HS8 9. 4%, LCMS (6 6 1. 4 m/ z 

M+ 1) o 

[0 4 15] 
[###J1 - 5 - 1 6] 

2 _ [ ( 1 _^^^i/>-i--r;v^^;v-tr^u^>-4--f;v^^;v) - ( 

2-h^f;i/^I/-xh^^)l^) ~T^3 - I" (2-hV**)V 
[2- [ (1 1 ->f^^^^/-tf^U 5»-4 — f/i/**-/u) 

- (2 - h u hdf -y^>>] -1- (2-fu* 

f;1/N> ^jI/-xh^i/^f;i/) -lH-^>X>f 3#V-/l/-5->f/l/] 
#y-;i/3 (4 6 7mg, 0. 7 lmmo 1) 0^W;VWFM (5 
ml) fc, X 5 -/<>V [d] [1, 2 

] a _^y-.^-3-t>2 9 7mg (1. 0 6mmol) <D*J 
*S/K»* (5ml) ICfll*., MT? 1 8B£|?3&#bfc 0 ** (2 0 0ml) K 

^*«K*f-hy^A*CfS*bfclfe, **&l«ffiTK:«*b, 2- C (1- 

u>- i -^^/^^Az-tr^y s»-4 ->f;i/*^;i/) - (2-by*^ 
/i/*9-/u-xb*5/**/i/) -r^l - i- (2-b'J^f^>7-;i/-x 

jKi4 7 5mg, JK^10 0%, JWR8 3. 2%, LCMS (6 5 9. 3 m/ z 

M+ 1) □ 

[0 4 16] 

~ 5-17] 

! _ [ 2 - c (i-^-^ari/>-i-^;i/^^;v-tr^u^>-4--f;i/^^;i/ 

) _ (2-b'J^f^i/7-^-xh^fi/^^) -T^ /] -1- (2-bU 
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w**«tk:, 2- c (i-t7^>-i-> r;^^;v-^y^>-4- 
>f;t/*^;i/) - (2-MJ^f^9-^-xh*s/^f^ -rsy] - i- 

-*^7^tK(8 6mg, 0. Ulmmol) »fh7tFn77 
y (1. 2ml) K:»#b; 01dfxf^n^7A7*D5 K (0. 2 6ml 

£U l- [2- C (l— 1-7* \sy- i - j *J>~ * » 

_ ( 2 - h y ^/-ib*J/^f^ -7^7] - i- (2 

-7a/i>- i -av!/fc#fc. 

IR*9 2. 5mg, JR*S1 0 0 %, $$S8 8%, LCMS (6 8 9. 3 m/ z 

M+ Do 

[0 4 17] 
[H5fc#J 1-5-194] 

l- {2- t (i-^7^^>-i--f;v^^;i/-t: 0 ^y^>-4--f;v^^;i/ 

l- [2- C (i — *-7* b>- i --f^^^^-tf^y y>-4 ->f;i/*^ 
;u) - (2- hy ^^;i/^^-;v-xh^>>^^;i/) -7^73 -i- (2-b 
y bap>>^^^) - in-^yX4 ^ *v-/b- 5 ->r ;H 

-7nA°>-l-^ (5 0mg, 0. 0 7 3mmol) £&7fc^* 

K (2ml) icmmh. 7^tfh77*W> ; e-7A(0. 5ml, 1 

0M fh7t: Ka77>W sin*, i o oTCTfi sftW«*PLfe. iix 
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icfcyflKKU W7rx»ioi- (2- C 

jRJil. 08mg, IK^3%, «I100%, L CM S (4 2 9. 2 m/ z M 

+ 1) o 

[0 4 18] 

1-5-18] 

1- [2- [ (l-t?^!/^-!-^^^-^^^^- 4 "^^^ 
) - (2- hy*^/l/J/9X/l/-Xh*5/**-/lO -T^7] "I" (2-bU 

^DA°>- 1 

l- [2- c (i-^-7^i^>-i--r;v^^;i/-^^y^>-4--f^^^ 
'j^f;i/i/7-;i/-xbdre/^f^) - iH-^>X>f s *v-/i/- 5 -> f ;v] 

-yn;ry-l-t;b (7 2mg, 0. lOmmol) ©JJ^^/l/X/l/Jfc^rS' K 
*tt(iml) fc, i-tFn*J/-i-**y-iH-i X 5 -K>!/ [d] 
[lf 2] (4 4mg, 0. 15 7mmol) 

*/l/*/l/**5/F** (1ml) ICiD^ ittl 8^ram#bfe D M(50 
ml) lcj5tfW«*fc*b&*. irtfcx^x^^fc*^ 

[2- C ( 1 - t73f - 1 - S?>-4 ->f fl/) - 

(2-hu^f;^7-^-xh^^^) -75;] -i- (2-m;*^ 

J|X*64mg, 1R?8 91 ^9 2. 8%, LCMS (6 8 7. 4 m/ z M 

+ 1) o 
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[0 4 19] 

[mum 1-5-195] 

l- {2- C (i—fy^uy-i--()v^^)v-^^Wy-4:-4)v^^^ 

l- [2- c (i-^*^-!-^*^-*^^- 4 "-^*^ 

/I/) - (2-bU^f;w>7-;i/-xh^i/^f^ -T^>>] -I" (2-b 

-^DA>-l-t> (32mg, 0. 0 4 7mmol) flaKS****** 
AT^K (lml) KlttfcU 7 yfls^- h 97**T >*e-«5r A (0. 8ml. 
1. 0Mfb7tKO77>it) fc*(5*l) ft**, 10 0T5T?2I*|H3 

^nn^>/^;^/TEA=85/io/i) icfcywWbfc. se> 
-^=8/2) cj:y*«u l- (2- C (i-^7atv>-i-^f;v^^;v 

Jfc*2. 0 4mg, M*l 0%, MJK1 0 0%. LCMS (4 2 7. 2 m/ z 

M+ 1) o 

[0 4 2 0] 

[IIJgM 1-5-196 1 - 5 - 1 9 7 ] 

<fb-&4«# 1-5-196*11-5-197 OD-fb^Wau *J6« 1-5-19 

[04 2 1] 
[^2 3 4] 



4 5 6 
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m 13 



1t - g : ~ ^4 477.1 

442,9 443.1 

442.6 4432 

420.6 4212 

491.4 4912 
457.0 4572 



1 
2 
3 

4 12 29 

5 1 2 



9 



12 
13 



14 31 

15 35 



7 11 

8 21 



48 92 



10 w 
11 



16 
17 
18 
19 

20 1010 



21 
22 
23 
24 

25 39 

26 13 



27 

28 12 

29 4 

30 I? 
31 



32 

33 3 



9 

26 456.6 4572 

52 434.6 4352 

428.5 429.1 



8 20 
13 36 



100 406.5 4072 

463.4 463.1 

439.5 440.1 



500 58 434.6 435.1 

14 19 28 

15 



41 100 
45 100 



6 24 
23 99 



10 43 



13 57 



12 35 
8 23 



477.4 477.1 
4426 443.2 



420.6 421.2 
477.4 477.1 



442.6 443.2 

24 100 420.6 421.2 

80 3925 393.1 

994 93 417.5 418.1 

458 67 
11 45 



4595 459.4 

484.6 485.4 

498.6 499.4 

100 556.7 557.5 

53 499.6 5002 

471 jB 4722 

51 503.6 504.4 

16 517.7 518.4 

51 455.6 456.4 

469.6 470.3 

483.7 484.4 
10 469.6 470.4 

4 5 7 M2 0 0 3-3 0 3 8 8 2 3 
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[0 4 2 2] 
[^2 3 5] 
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50 

51 10 « 

52 9 39 

53 10 38 

54 11 24 

55 13 27 

56 8 

57 9 16 

58 16 32 

59 10 

60 15 32 

61 17 34 



§g13<0p-3#1 



499.6 500.4 
457.6 458.4 



34 7 18 

35 17 52 

36 15 43 

37 6 1 9 

38 25 100 

39 10 43 

40 4 1« 476 - 6 4712 

41 7 27 

42 9 36 

43 8 36 

44 29 100 

45 27 100 449.6 4502 

46 29 100 

47 29 100 

48 14 61 458.6 4592 

49 9 39 
11 47 



471.6 472.3 

456.6 457.4 

433.6 4342 

462.6 4632 



534.7 535.3 

477.6 4782 

435.6 4362 

477.6 478.2 



481.6 4823 

495.7 496.3 



487.7 488.3 

5026 503.3 

474.6 4752 

J.7 5072 



520.7 521.3 

456.0 456.2 

485.0 485.2 
16 499.0 499.2 

557.1 557.2 
500.0 500.1 

20 500.0 500.2 

472.0 472.2 

504.0 504.1 



62 19 37 518.1 518.2 

63 21 48 

64 B 17 

65 2 3 48 483.0 483.2 

66 19 35 541.1 541.2 

67 9 1 9 

68 2 5 

69 11 23 



440.0 440.2 
469.0 469.1 



484.0 484.2 
442.0 442.1 



484.0 484.1 
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[0 4 2 3] 
[312 3 6] 
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iff 2 00 2—113220 



70 26 S3 488.0 488.2 

?1 29 58 502.1 502.2 

72 21 46 456.0 456.1 

73 14 31 457.6 458.2 

7 4 15 34 435.6 436.2 
7B 5 11 460.6 461.2 
76 14 31 458.0 458.1 
?7 u 25 442.0 442.1 
78 . 14 32 441.6 442.2 
7fl 12 29 419.6 420.2 

80 10 22 444.6 445.2 

81 15 34 

82 10 23 

83 9 21 427.5 428.2 

84 10 25 405.5 406.2 

85 2 5 

86 10 23 

87 23 56 411.9 412.2 

88 12 45 522.5 522.0 

52 518.4 518.1 

29 474.4 474.0 

91 11 47 503.5 503.1 

82 10 41 517.5 517.1 

26 518.4 518.1 



89 13 

90 6 



93 6 

94 5 20 



96 9 37 



442.0 442.2 
426.0 426.1 



430.6 431.2 
427.9 428.1 



490.4 490.0 



95 11 42 575.5 575.1 



536.5 536.0 



97 18 60 475.4 475.2 

98 24 92 490.4 490.0 

9 9 1 2 28 476.4 476.0 

100 8 15 557.5 557.3 

101 5 10 543.5 543.3 

102 5 9 526.5 526.3 

103 5 8 538.5 538.1 

104 5 10 516.5 . 516.3 
1Q5 s 10 542.6 542.3 
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[0 4 2 4] 
[31 2 3 7 ] 



4 6 2 
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#2 0 0 2 



—113 2 2 0 
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543.3 
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545.3 
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24 


47 


516.5 


5173 


130 


0 1 
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545.6 
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Oft 


55 


502.5 


5033 
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70 


460.4 


4612 
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C.O 
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519.3 
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f|1 3<DO-3$4. 
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514.5 


5155 


152 


9 


18 


504.5 
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[0 4 2 6] 
[^2 3 9] 
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538.1 
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34 
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398.5 
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29 


395.5 


396.3 
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428.6 


429.2 
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426.6 
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440.6 


441.2 
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41 
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[0 4 2 7] 

[l- (3, -hr*ys;3/-4->f/i/**/i/] - d 

- Ci- (3, -4-»^nn-^ 

SJ/U) -bf^U^>-4--f;i/^^^] (20mg, 0. 05mmol 

) tWf^AT? K (lmDWWU Jfc*ftx^^ (0. 0 7 5mm 
ol) H*«ftth'J9A (0. lmmol) &*n^-> £»T? 3 WW 3 0 

HSCX5 0 0MG) iC#bfe. SCXt^;-*^ 2«*y> a E- 

/^;-;v=6 0/2 5/io/5) cfcUJMU Ci- (3, 
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-f 2 —T*) -y^£ [i- (3, - 

_;V-2--f;V) -T^>£#£, LC-MS JC J: U HJfcbfc. 

7mg, t$3 5%, HI10 0%, SIIESI/MS m/ e 4 

4 5. 1 (M+ 1) a 

[0 4 2 8] 

tis£*#* 1-6-2 ©fl;^*, Ci- (3, 
,*ys;>-4--f/i/**/i/] -x**- ( l -x**- l H-*3/X>f s ^vf- 
;v-2--f;i/) -T*>»* 2Bfc« 1 - 6 - 1 tflfcvv ^-tSJRtt^y^b 

«15. 8mg, IWIOO^ MMBSI/MS m/ e 4 

17.0 (M+ Do 
[0 4 2 9] 

1-6-3 & g>£ttt40 1-6-1 5 ] 
1-8-8^1-8-15 ©ftHH&t*. ^ 1-6-1 Kl«V* 

[0 4 3 0] 
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imz 4 o] 



■In eat/ \ 




MW 


M+1 


6 


Oft 


417.4 


417.0 


8 


Ow 


445.4 


445.1 


. 15 


CO 


569.6 - 


569.3 


6 




479.5 


479.3 


6 


on 


557.6 


557.2 


6 


WW 


473.5 


473.1 


1 


3 


625.7 


625.4 


9 


34 


507.5 


507.3 


2 


7 


461.4 


4612 


6 


24 


517.5 


5172 


3 


13 


446.4 


4462 


3 


15 


460.4 


460.1 


8 


33 


461.4 


4612 


4 


20 


442.4 


443.1 


6 


24 


489.4 


4892 



1 

2 
3 
4 
5 
6 
7 
8 
9 

10 
11 
12 
13 
14 
15 



[0 4 3 1] 
2 - 1 ] 

4 _ 7 * y^^;i/tT^US?> (1 3. 7g, 120mmol) mh-b'J 
^ (2 0 0 ml) K1**U (1 1. 0 5 7 g, SOmmol) H 

3, K (7. 8 1 8 g, 4 Ommo 1) ZMitX. 

eotJTflHflWwfe. SMft*^ ***** 

9 0/5/5) CJ:»j1WU {1-C(3. 4-^007x3) 

JKfilO. 8g, iK^m M+l- 2 7 3. 1. 

4 6 8 ffiSE# 2003-303882 
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[0 4 3 2] 
[###12-2] 

N- { [ ( {l- C (3, 4-^nn7x-;v) (4-tf^u^;v) 
{1 _ c ( 3 , 4 -i?^nn^3in;v) -4 -bf*y 5?*} ***r 

(1 3 2 5mg> 4. 84mmol) Sfh7HKn77> (20ml) &C 
®ML. FmocNCS ( 9 - y )V* U-fr* h y^*->T* 
-b) (H98mg, 5. 3 2mmol) SMt, S 

^=85/1 5) lC*y»»U N- { C ( (1- C (3, 4-^DD7x- 

A.) (4 } r*;3 ***y**/W (7** 

bfco 

jRi 26 24mg, JR* 98%, M+l = 5 54. 1 = 
[0 4 3 3] 
[##12-3] 

y^y C ( {i- C (3, 4-^nn7xf*) u-tr^u^v) 

N- { [ ( {1- C (3, 4-^DD7x^) (4 -tfWSM/ 

) } **■/!/) 7^3 ***V***>) (7/l/*l/>-9-> f/U* h*f> 
#*i/T* F (5 5 3mg, lmmo 1) £DMF (4ml) C**U tf^U 
5*> (0. 9 8 9ml, lOmmol) *MXX. SfiT*«f««ff l/fe. S«* 
7t, *(20ml) fttt*.T, l»x*-/b (2 Oml X 3) Tfttffibfc. ttffi 
b ( 1 0 0 m 1 X 2) > M0****T!«»U b U 

Tttftfe 5Wb«*bfc. i/'J»^Afn7h^7^ (« xf;1/ 
1/0-^4/1) ICJ:»;«I»U T^CCU-CCS, 4- 

^ 0D7l -^ (4-tr^u^;v) ) *^;v) r^/l 



4 6 9 



2 0 0 3-3 
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IiX*2 84mg, JK*8 6%,-M+i-3 3 2. 0 0 
[0 4 3 4] 
' [##0|2-4] 

( {1 _ c (3 , 4 -^nD7x^) (4-tr^u^v) ) 

y^y c c { i - c (3, 4-^nn7x^) (4-tr^us?^ 

) } *^;i/) T^3 1~>*> (1 4 8mg> 0. 446mmol) 

§fh7bh*n77> (5 ml) K1«I»U a^b^^/b (7 lmg, 0. 4 9 
immol) *MXX. MtWi#bfe„ KJK*7«. «»^ S 8 **-* 
-*T?*ffi«5*U ((l,-[(3,4-^nn7x^) ^] 

lRi2 1 lmg, JK^m M+l = 3 4 6. 1. 
[0 4 3 5] 
[3**«2-l] 

2- [ ( {i- C (3, 4-^na7x-^) -4-tf^U^M * 

( (l- C (3, 4-^an7x^) (4-tf^U^) } 

.WU^f^W/I') (7 0mg, 0. 14 8mmol) £4 

fh$M(2 7mg, 0. 1 6 3mmo 1) &DMF (1. 5ml) ICffif 
U 8 0-CT?2BWI«#bfc. 2N*«ftth'JfA*K«(lnil) ftinAT 
, SJS6fc#Jfcbfe. * (1 5ml) i»X*/l/ (1511X3) T*»ffi 

Lfc. iajbfetil?:* (5 0ml X 2) , **l***T?tt»U 
bi^A-CWMI, 5MUM*bfc. i/'J»*7AfD7K^7^- (^ 

^x^;v/^^y-;v=i/o-4/i) cj:y»«u 2- c ( {1- C (3 

IK4 2 7mg, JR§M 4%, M+ 1 =4 1 7. 1. 
[0 4 3 6] 
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[Hig#l2-2~2-3] 
[0 4 3 7] 

2-^;V*^b-4 (3H) (2500 1, 4. 4 5 g) 

(10 0ml) i:2N — NaOH (1. 1 e q. 1 4 m 1 ) ©«#*i*CWI 
UMelCl. leq, 1. 7 2ml) **?IT, Slt21JH3 0MWl 

*Tf4l»IHtt«lbfe. LC-MStCj:yHJSbfc. 
. IR^SW. IRJI5. 5g, M+l = 192. 9 D 
[0 4 3 8] 
WdB«2-4] 

Cl _ fry*****) -4-tr^U^] *^*TS> (4. 4mmol 
1 1 2 2mg) ^DMA (15ml) CttffU NEt3 (1. 5 e q, 92 
0A L), 2-^;bWFQ^;'J>-4*>(2eq, 1 6 9 0mg) 
**nx.fe. 10 0T5Tf«WtWU jRfcKTi (5 0mlX3) T- 

MU ^(150mlX2) T?8fciMk iith^A^iUfe. Mi 
^WnYh^7^ (Hex/AcOEt = l/9, AcOEtX2) IC 
•fcU^^bfco LC-MSJCfeyrafebfe. 
iR^ 1 0 %, JR4 1 5 9 m g , M+ 1 = 3 9 9. 2 
[0 4 3 9] 

[2- c (4-hf/*y^/i/*^;v) ys;] tFnwr-/-4-*>«t 

471 mHE# 2003-303882 
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[###12-6] 
1 - B o c-4-T^/^^^^ / ^ , J^> (D ^ 

4 _ Ti 5 y^^Vtf^Vi^ (10. 0g, 87. 6mmol) £h;VX> ( 
175 mD^ifU /<>X7;VfHF(8. 9 0mL, 8 7. 6mmol 
) Dean-Starkhrv^t, l^in^M^bfe D &ft 

^fe^C^SP^. rW-t-W(20. lmL, 87. 6mmol) 

®#X*mWl*mjl V V (l. OM, UOmL, HOmmol) M 
;tT, 2^P^#bfc„ rcD*^*^^^-^ C 1 0 0mL) ***** 

^xfM2U mL) X^Whf^K, H^fftth'J^*M^ 
aiiLT, pH^12lCHlb, (10 0mLX3IS) THftffibfco # 

mmmrn. starts* bfc. i,c-Msmmz^vn^r=. 0 

Ifcft 16. 0 4 g> fl» 85%, M+2 3 = 2 3 7. h 
[0 4 4 0] 
[#^M2-7] 

l-Boc-4-7$;^f;V^'J^> (2140mg, lOmmol) £ 
Th7tKd77> (25ml) IC^U FmocNCS (3 0 9 1mg, 1 
lmmol) tiat«i#bfe.'^MTt, «*U S/'J*^ 

*7A^U7b^7-f - (^^>/»B|X^^/=8 5/1 5-4/1) &C£ 

#fc„ LC-MSl^iC £ y P^bfc, 
)Rl4 4 4 5mg> t^9 0%> M+l=4 9 6. 2„ 
[0 4 4 1] 
[#%M2-8] 

4 7 2 2003-3038823 
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7*;] ^'J^W>itert-WXX^ (2 0 0 0m 

g?4. 04mmol) &DMF (20ml) C»»L, fcWJ** (7. 99 
ml , 8 0. Smmol) ft*!*.T, £**T*-* (1 

0 0ml) W»X*/b (lOOmlXS) T!»ffiOfc. iftffilsfcttl 

JH** (3 0 0mlX2) , ****** 

iixf^) CJ:y#*U 4- { c ct^***v***> * 

^7] tf^'J j;>*^*5/»t e r t-^Wf^Sffe. LC- 

lKil 0 7 5mg, JR^98%, M+ 1 = 2 7 4 . 1. 
[0 4 4 2] 
[###12-9] 

4 - { c j rzrt ^u^^vtt 
e p t -^/l/x^^Htf-m***©^* 

4- { c (r^wv^f^) r^;] x+vvy****** 

ert-^Wfil/(10 75mg, 3. 94imo 1) tf WKn7 
9> (3 0ml) ICttWU S9flS*** (6 16mg, 4. 3 3mmol) ft 

U 4 - ( C U5^f^^) r^y] \><V) V**»** 

jfc*l 5 9 7mg, JR*R9 8%, M+ 1 = 2 8 8. 1. 
[0 4 4 3] 
2 - 1 0] 

4 - { C u-**ytKn*ti/'Jv-2-^^) 7^;] 

>5(,;^>it e r t -7*f;i/X7xf^©^ 

473 ffi|J#2 0 0 3 -3 0 3 8 8 2 3 
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4 - { c (>f ^y*^;i^:**^;u) r^y] br*y^>**#>» 

t e r t -^;VX^f^39ttiI (1 7 2 2mg, 4. 1 5mmo 1) £ 
DMF (20ml) tC}3lfi?U HJlf^T^ (0. 8 6 8ml, 6. 23m 
mol) t^^bmM^m (2 0 2 9mg, 12. 4 5mmol) &fln*.T, 8 
0XJt2^i#b^ 2N*iiftthy9A7Wlf}|lt(10ml) SriHitTlxJS 
£^ltbfc„ * (1 0 0ml) ft**., i«x*/l/ (-1 00ml X 3) tiffib 
fc„ «||Bbfc^*JB&* (10 0mlX2) > «ffn****Ctfc#b, ft&Mffl*'*- 

JKf 6 8 5mg, IR$4 6%, M+l = 3 5 9. 1 
[0 4 4 4] 
[##092-1 1]. 

Hrffc 

*;>*^»t e r t - ^M^ (6 8 5 mg, 1. 9 1mmol) £ 
(5ml) iCtttfU 4N-:tMS?**iJ->»«t (5ml) &CflH*.T 

- [ (4-fcT/<y T ^ ^ ] tFn^tyj>-4-^>S«S5:# 

fe 0 LC-MStM3fetCJ:»jra3ebfe. 
]Rfi5 8 1mg, Wtl^ M+l=2 5 9. 1. 
[0 4 4 5] 

[2- [ u-tr^y s?;v*^;v) kFnWJ>-4-*>®^* 

[##M2 - 1 2] 

4_ 7 5;^f^,^ij^> (5. 7 5 4ml, 50mmol) £7iz h 
y/l/ (2 0 0 ml) K1*#U 0tm#V A (13. 8 2 g, lOOmmol) 



4 7 4 
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t'OWnUK (17. 13g, 15 0mmol) 6 O'CT'M 

StfPbfe. 5tfM*T«* 5B9*«v^ **** (CH2C12 

/MeOH/NE t 3 = 9 0/5/5) >>'J»A7A^7^y 

. LC-MSW3£K:J:yH3febfc. 
flX^9 1 %, Jfc*9. 2 7 7 g, M+ 1 = 2 0 5. 2„ 
[0 4 4 6] 
[##092-1 3] 

- 4 

(1 -/0^;V-4 -tf^U *^;b7^>&> #t!2-7 OR* 8 4 

%) , 2-8 (W78W, 2-9 (*«*»> 2 - 1 0 0K*73% 
) 2- ( { [i-K>S?;i/-4-if^y^] *^*>) T*;> tiKo 

[044 7.]. 
[##092-14] 

2- c (4-tr^u r^y] tKo^;'j>-4-t>©^ . 
2 _ ( { [i_K>$;;i/-4-tr^y 7^^) tKn*t!/y 

y-±-Jry (8 8 0mg, 2. 53mmol) (80mL) tC*t 

flgU g|i«b&. itHC*»fiS^9 2;9A (lOOmg) 

zmvTmmhfc, ii%iEi«tt, 2- c u-t^y^*^) 

Ifc*5 8 8 mg, 1K?8 61 M+l = 2 5 9. 1 
[0 4 4 8] 
WEBW2-5] 

2 _ q ( { i _ [ ( 2 -^an7x-;i/) - 4 -tr^y s>/i/> 

2- [ (4 -tf^y T ^ ^ 3 tKnWJV-4-*>*8* 



4 7 5 
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(0. lmmol, 3 3mg, ##«2-l 1) Xtt2- C (4-tf^USM/* 
^/b) T^y] tFQ^'J>-4-^> (0. lmmo 1) &DMF/»» 
(10/1, lmDMU 2-^nn^^T;VrtF (0. 3mmol 
0. 034ml) ^NaBH(OAc) 3 (0. 3mmol, 6 4mg) » 
*.T, MeOHlml&lfflit^^itbfeo 
£ S C X (jJf>Kx;i/-hSCX5 0 0MG) CSAbfe. CHClg/MeO 
H(=l/1, 5mlX2@) 7?a^bfc^ 2 N - NHg/Me OH»* 5 m 
l"CJB»bfc. «AW»ft«V^T»«ft«U 2-[({i-C(2-*n 

4 -;f 

92~96% M + 1 = 3 8 3. l e 

[0 4 4 9] 

[3jt»«2-6~.2-3 0, *ifl2-188~2-2 00] 
MSf2-6~2-30, fc**#*2-l 86~2-2 00«Wi 

m&;gi 5 ic^-To 

[0 4 5 0] 
[##$12-15] 

2 - r ^ j - 5 - h 

2 _ 7 , ; _ 5 _3_ KgcJ&#lft (4mmo 1, 1052mg) SrDMF (1 
0ml) tMeOH (5ml) tC»#U NE t 3 (3eq, 1. 67ml) & 
Sn^fco fgV>T, (0. leq, 9 0mg) , dppp (0. 1 

eq, 16 5mg) *%7LX. -*flS*atKlWfcU 8 OTJ-C 5 BMBSW^fe- 
fij**7*, 1»(2. 5ml) fciD*TKJi&<M*iLbfc. * (5 0ml) &fln 
*.T, fffxf^ (5 0ml X 30) t'iffibfe. ^*£Ji&, * (10 0ml X 
2®) T!!fctMk iWthU^A-CWIbfe. WMk BlillWi (Hex/ Ac 
OEt =4/1-1/1) ^J^T. S/yA^/bfrnTb^^-f-tCj^JHfi 
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jR45 7 9 %, JK* 618mg, M+l = 196. 0 o 
[0 4 5 1] 
[##032-16] 

2- (Boc) 

2 _ 7 5;-6-^0O^JIft (1. 1 3 g, 6. 59mmol)£-rh^ 
kKn 75> (5. OmL) K1**U * h » *Atf* h U U ;i/T* K 

/l. OM in THF (19. 8mL, 19. 8mmol) SITbfc - 
ftftl 5^IWWbfe«C, (Boo) 2 0 (1. 8 2mL, 7. 9 1mmol 
) ©fh7tFD77^ (2. OmL) fciTFU SttlMBPUfc. • 
IC7K (20fflL)»Dlllttt (»2 5mL) fcitt*.T, pHft4Ci«Ufe 
. rtl^flxf;V (40mLX3®) t«U #e>*lfc>taS£* (50m 
LX2tU) > tt*f*tt* (5 OmL) tft»U 

7>f- : ^^7-;V:^m=9 5:5:1) Tf»»bT, 2- ( 

jR*l.*6 2g, 4X^9 0%, M+ 23 = 294. 0 

1 H -NMR (270MHz, CDClg) : 8 8. 40 (1 H, s), 8. 04 
(1H, d, J-8. 2Hz) , 7. 35 (1H, t, J-8. 2 Hz) , 7 
13 (1H, d, J = 8. 2 Hz), 1. 52(9H, s)ppm. 
[0 4 5 2] 

2- (Boc) **3. 5 8 g, JR^70%, M 

+ 23 = 294. Oo 

2- (Boc) 7^7-5—;* h#i/*^-^Ift:^i9 8 8mg, JR 
^4 9%, M+ 1 = 2 9 6. lo 

477 £fj 2003-3038823 
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[0 4 5 3] 
[##$12-17] 

5 - V n n >f -9- b ^&$tM&j<z>-£j& 

2- (B o c) (1. 51g, 5. 5 6 m mo 1 

) ft, h;vx> (2 0mL) ICMU *1f' J ^ 
nUF(0. 5 7 2 mL, 6.' 6 7mmol) SfTU 10^W«b<» 
bfc„ JRJ»«ft**bfe«K:, tfffibfcJSftfcWtl^; n-^**>T?«fe»b 

jRi 7 6 9 m g , KX§P 7 0 %, M+ 1 = 1 9 8 . 0 

1 H -NMR (270MHz, DMSO-d6) : 8 1 1. 8 (1H, s) , 7 
65 (1H, t. J = 8. 2Hz), 7. 30 (1H. d, J = 8. 2Hz) 
, 7. 10 (1H, d, J = 8. 2Hz) ppm. 
[0 4 5 4] 

8-^Ba-ffMii**:«il- 42g ' ^ 55% ' M+l-197. 9 
6-^m^-Htb«**«'-«* 3 9 7nl 8» «5t^5 7%, M+l 
= 2 2 2. 0 

6-h>j7;VtQ^^Mth«i*ft:«*l- 52 *' ^50%, M+l 
= 2 3 2. 0 

[0 4 5 5] 
2-18] 

5- (biJ7^D^ T>b^-^ (2. 2 2 1 g> 1 0. 0 4m 

mol) STHF (2 5mL) C*«Pb, hU**** Cl. 0 8g) fein*.T 

JR*1. 5 1 6 g, JR*6 1%, M+ 1 = 24 8. 0 

4 7 8 2003-303882 
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[0 4 5 6] 

6--hUjVhmm*®--^0. 8 8 9 g, CI4 3 1 M+l = 2 0 8. 
9 

6-^f;WthiiW: 1R*1. 2 5 1 g, JR*7 0%, M+ 1 = 1 7 8. 
0 

B-**#^HtMjl*i:«il- 3 5 2 g. Jfc^6 5%, M+ 1 = 2 
0 8.0 

6 _ 7Mn >fthi^:M+l = 182. 0 

6 - t FD^i'-f t : M+ 1 = 1 8 0. 0 

6 -^bdpj/>fiJ-MK«|*»:M+l = l 94. 0 

[0 4 5 7] 

[###3 2-19] 

2- C (4-t^u^;i/*^;i/) y^7] tKnwy>-4-*>taw« 

##M2-1 7X1*2-1 8MV*T**bfc>f*h««<WC»bT, 
#2-10, #f«2-llWt, #TK:S**#W**:'&#kfc. 



-yu > - 4 
■*-*/u >-4 
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6 _ tlF n^i/-2- c 7^y] kkhW'J>- 



4 



[0 4 5 8] 

2-201-2-250] 
ft^»#2-Z01~2-2 50©ftm *#«2-l 5-2-1 9 tC ' 

^bfeo m&zmi sic^vr., 

[0 4 5 9] 
»%«2-2 0] 

4 - ( { c **-*v***] 7^;> tfivs^** 

iK^flfct e r t ^fjbx^f;!/©^ 

l-Boc-4-7U^f^'J^ (6 4 2ms, 3mmol) &TH. 
F (8ml) K1**U *^/WV^>7*-l> (24 1mg. 3. 3mmo 

(Hex/AcOBt-1/4) CJ:»;»»U 4- ( { t (**/l/T 

!Ri8 3 9mg, flSt^9 8% M+l = 2 8 8. 1 

4 8 0 ffif£# 2003-303882 
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[0 4 6 0] 

mmm 2-21] 

#ti2 -9 (Jfc*9 4%, JR*H7 1mg) , 2 - 1 0 (»3 3 

%. JK43 3 lmg) , #*«2-l 1 «*1 1 6m *> C*^ 

>-4 -*>*flfctt*:'&«kfc. 
jRSpJ&Kfl^ 116mg, M+l = 2 7 3. 1 
[0 4 6 1] 
[HiH2-49 2~2-4 9 5] 
^^##2-4 9 2-2-4 9 5<ZMfr£4&«:, ##M2-2 0. 2-2 1 {C 

[0 4 6 2] 
[i241] 
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& 15 





jRS(mg) 


(%) 


MW 


M+1 


1 
i 


27 


44 


416.1 


417.1 


9 


25 


38 


450.1 


4532 (CIX3) 


w 


4 


6 


4322 


4332 


A 
■f 


12 


49 


3982 


399.3 


R 


15 


39 


382.1 


383.1 


0 


21 


55 


382.1 


383.1 


7 


25 

few 


85 


382.1 


383.1 


o 

a 


23 


92 


3782 


379.1 


0 

SI 


36 


100 


3782 


379.1 


in 

IU 


23 


97 


3762 


3772 


11 


23 


97 


3982 


399.1 


19 


95 


95 


442.1 


443.0 


1** 

to 


28 


100 


456.1 


458.1 (Br) 




19 


72 


444.1 


445.0 


19 


25 


97 


426.1 


427.1 


1ft 
ID 




90 


432.1 


433.1 


1*1 


9*^ 


97 


400.1 


401.1 


ID 
IB 


94 
zt 


90 


4012 


4022 


1 Q 


90 


100 


4042 


4052 


zu 


19 
IZ 


50 


3942 


3952 


91 


l «9 


55 


3932 


3942 


ZZ 


12 


53 


378.2 


3792 


Zo 


17 


71 


3982 


3992 


9A 
Z 4 * 


13 


60 


3482 


3492 


95 
Z9 


ft 

w 


35 


3622 


3632 


9fi 
ZD 


2 

Cm 


3 


476.0 


479.0 (Br) 


97 
Zr 


6 


15 


3892 


3902 


911 
Zo 


19 


30 


466.1 


4672 


29 


12 


28 


466.1 


467.1 


30 


14 


40 


3982 


399.1 


186 


15 


57 


4321 


433.0 


187 


26 


95 


443.1 


444.1 


188 


25 


96 


4282 


429.1 


189 


22 


85 


416.1 


417.1 


190 


23 


80 


460.1 


463.0 (Br.CI) 
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[0 4 6 3] 
[^2 4 2] 
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ffiH# 2003-3038823 



#2 002—113220 



191 


24 


93 


427.1 




192 


27 


96 


A H r% O 

412.2 


41 O.I 


193 


21 


75 


466.1 


4o/.l 


194 


17 


65 


4352 


4362 


195 


24 


90 


AAA 4 

438.1 




196 


21 


92 


3822 


ooo.l 


197 


23 


90 


4102 


41 1 .1 


198 


17 


57 


476,1 


A^fS /Dm 

479 vBr,d; 


199 


8 


30 


4322 


433.1 


200 


6 


26 


. 3962 


397.1 


201 


1 


5 


466.1 


469.1 V.CI X 3; 


202 


5 


34 


46Z1 


ago n 


203 


4 


21 


490.1 


491.I 


204 


5 


34 


466.1 


469.0 (CIX3) 


205 


2 


41 


490.1 


Jlft-| rt 

491 


206 


3 


14 


466.1 


40/.U 


207 


3 


14 


516.1 


Ol /.I 


208 


3 


16 


490.1 


491 .1 


209 


4 


19 


500.1 


501 .1 


210 


2 


12 


446.1 


447.1 


211 


5 


26 


450.1 


451.1 


212 


3 


13 


448.1 


A A ft ft 

449.0 


213 


4 


9 


477.1 


478.0 


214 


20 


37 


468.1 


469.1 


215 


7 


13 


450.1 


AC i ft 

451.0 


216 


3 


6 


446.1 


447.1 


217 


3 


8 


457.1 


458.1 


218 


2 


13 


432.1 


433.0 


219 


10 


74 


4282 


4Z9.3 


220 


6 


31 


4562 


457.1 


221 


5 


40 


432.1 


433.1 


222 


3 


68 


4562 


457.2 


223 


7 


40 


432.1 


433.1 


224 


5 


27 


482.1 


483.1 


225 


4 


20 


4562 


4572 


226 


3 


18 


466.1 


467.1 


227 


3 


17 


4122 


413.1 
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[0 4 6 4] 
[i2 4 3] 



H15<DO-332 



228 


6 


33 


416.1 


417.0 


229 


4 


23 


432.2 


433.1 


230 


2 


23 


428.2 


4292 


231 


1 


6 


4562 


4572 


232 


2 


9 


4322 


4332 


233 


2 


9 


4562 


457.3 


234 


7 


43 


4322 


433.1 


235 


9 


46 


4822 


483.1 


236 


3 


15 


4562 


4572 


237 


2 


11 


4662 


4672 


238 


4 


21 


4122 


4132 


239 


5 


30 


4162 


417.1 


240 


6 


38 


4102 


4112 


241 


3 


36 


4062 


407.3 


242 


9 


55 


4342 


4352 


243 


10 


62 


4102 


4112 


244 


21 


121 


4342 


4352 


245 


10 


63 


4102 


411.1 


246 


16 


89 


460.2 


4612 


247 


2 


13 


4342 


4352 


248 


6 


33 


4442 


4452 


249 


4 


26 


3902 


3912 


250 


8 


45 


3942 


395.1 


492 


5 


17 


446.1 


447.1 


493 


9 


31 


4122 


4132 


494 


16 


55 


4122 


4132 


495 


15 


52 


3902 


3912 



[0 4 6 5] 

wnm 3 - 1 ] 

7-7MD-2H, 4H-K>^[e] 1, 2, 4-^T^7^>-l, 1. 
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3 - h y^->©^ 

*nnx;i^;WV>>7^--h (3. 29mL, 3 7. Smmol) 
nx#> (4 5mL) &C?§S?U -8 0'CtC^bfeo ^tllC 4-7MD7 
nU> (3. 50g, 31. 5mmol) ffl-bn^Vii (5mL) 1 

o^fSTbfe. B.mm^o°c^x^uh. ^r;v^-^^ (5. 3 3g, 

4 0. Ommol) Sr^fe. 3 O^Ml^bfct^ tfi^t^bt^ 

jxmwi*** (i 2 0mL.) ic&v^„ ffimht=.m&*w&. nmLx. i 

-7^a-2H, 4H-^>^/[e] 1, 2, 4-^T^T^>-l, 1, 3 

-hu 

JR43. 72g, 1^5 5%. M+ 1 = 2 1 7. 0 

##M3-liC^W 7-^f;i/-2H, 4H-^>y[e] 1, 2, 4 -^T 
S?T^V-1, 1. 3-hU*> (4. 2 4g, 6 7%) $:^bfe„ 
[0 4 6 6] 
[#t«3-2] 

2-7^ y - 5 -yjv^-u^y^ y?s)\/-fo>T$ K©-£$ 

7-7W-2H, 4H-^[e] 1, 2., 4-^T^T^>-l, 1 
3~hU*> (3. 0 0 g, 13. 9mmol)S, 5 0%» (9 OmL) 

cMb, no^m^bfe. ^ISWWb^^^ 4 0%tK 

i&ft^hU A*^£iU*T*f&bfco 2 0 OmL*Tf*£Eli 

U «fffl«*ai*^fe- -^M^^ (10 OmL) CWI**t,.^MII 

J&*2. 27g, K$86%, M+l = 191. 0 

##«3-2lCttVV 2-T^^-5-^^;i/^>if>X;U^>T^ K («*9 
5 8mg> t$5 5%) Sr-a-^bfeo 
[0 4 6 7] 

mmm 3 - 3 ] 

4 - { [ (7-7;i/^D-l, 1-WV-4H-K>»; [e] 1, 2, 4- 



4 8 6 
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1 _ N _ Bo c-4-r5^f^ , J^ 08g, 5. 0 4 mmo 

1) &Ti2b-hU;V (8. OmL) tC*#b, OlClCTWbfc. CI*UC 1 , 1 
• )\,tf-)\,*J 4 3. #V~)\> (9 8 8 mg, 5. 5 4mmol) W 

*#V-/1/(10 3 mg, 1. 51mmol)OTh-b'J;V^(10m 
L) SlTbt, *«Tf2l9IBI«#Pbfe. M^lC2-T^y-5-7;V^D/< 
yHyX)\s*%>T$F (1. 2 5g, 6. 5 5mmol) W^W^l^ 
U*;> (7 3 9mg, 6. 05mmol) fcfltl*., 8 0 W 1 ffifc«#Ufc 0 r*l 
K*M V^ntf^^SM^ K (0. 2 3 3 mL, 1. 51mmol)£#n 

(5 OmL) K®Mhf~o (2 OmL) ^HfD^* (2 0m 

U»*7MD7h^77-f- (n-^**y :#m^^=3 : 2 -* 2 : 
3) 4- { [ (7-^*a-l, 1-^V-4H-^; C 

ItStS 1. 6 6g, flX^8 0%, M-Bo c + 2H=3 1 3. 1 

[0 4 6 8] 
###|3 -3lCfi£VV 

4-{[(l, l-WV-4H-K>y [e] 1, 2, 4-^T5*T2*>- 
r^y] fcT^y y V*M>»t e r t ^f/bx^f^ : JR 

^5 6 7%, JRfil 3 2mg> 

4 - { [ 1, l-^y-4H-^>»; Ce] 1, 2, 4-^ 

[0 4 6 9] 

[##«3 -4] 

7-7^D-3- [ T^3 -4H-/OV Ce] 
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1 2, 4-^y^r^>-i> i-*J*>v>&®> 

yl^H-^Ce] 1. 2, 4-*T*T*5>-l. 1 
iKt4 9 7mg, JR$9 0% M+l = 3 13. 1 
[0 4 7 0] 

7-^^;V-3- C (4 -**!J 7^3 -4H-/OVT [e] 1 

2> 4 _ f7 j;7S?>-l ) i-^:lRl6 9 1nig, IR*5II» 

3 _ c u-e^ysM/***) 7^3 -4H-^; Co] i. 2, 4-* 
r^r^>-i, 1 -&*y : jR¥5e*». 1 6mg ^ M+ 1 = 2 9 5> 
1 

[0 4 7 1] 

3-1 — 3-10] 

fli**** 3-1-3-10 ©ft^W*:, *#« 3-l~3-4lCj:oTi§rJ* 

^rjfcbfco eics*"**. 

[0 4 7 2] 
[S244] 

£ 16 



&N0.3- 


J|RS(mg) 




MW 


M+1 


1 


10 


35 


468.0 


469.0 


2 


7 


26 


434.1 


435.1 


3 


9 


34 


434.1 


435.0 


4 


13 


52 


412.1 


413.1 


5 


252 


662 


482.1 


483.0 


6 


20.8 


58.9 


448.1 


449.1 


7 


25.4 


71.9 


448.2 


4492 


8 


9.9 


26.1 


486.1 


487.0 


9 


20.5 


58.1 


452.1 


453.1 


10 


38.3 


100 


4522 


453.1 
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[0 4 7 3] 

[##M4- 1] 

l-Boc-4 - (3 5 0mg, 1. 6mmol 

) &CH3CN (15ml) * < 350 

mg, 1. 9mmo 1) fcjWjL, Ifit'llWbt 2-T^ 
(2.40mg, 1. 9mmol) ZitUX. lWMffiWVfc 
. »*&W£W*U l-Boc-4- ^-T^*******^*** 
) fcf^y S?>fc#fc. L C — M S KL <fc U H^bfca 
M+ 1 =3 7 9.2 

l-Boc-4- (2-T4M>W*9I/Wf*) t^US;>£EtO 
H (3 0ml) K1***U MMt*« (8 0 0mg) lH*H»«bfc. ^ 

jR«l«E«^b. l-Boc-4- CVK\:u*^JVy-2-TS.;*rM 
b!^y LC-MSKlJ:yHJfcbfc. 
M+ 1 =3 4 5.2 

i-boc-4- (i;tFn^;'J>-2-75;i^) tr^y^*** 

ml) fefll*., 5 0T5T9 04MWbfc. »**IME*;ftU 4- (^Fn* 
tl/iJ>-2-7^;^^) tr^U^>-*»«t«:#fe- LC-MSlCJ:yH 
life. 

Ri44 9mg, 8 9%, M+ 1 =2 4 5. 1 
[0 4 7 4] 
\MMW± - 1^4-5] 

[0 4 7 5] 
[£0i«4-7] 

2, 4->^nn-6- [ (4- { C (1. 4-s?tKn*ti/'J 
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^$#2-19 3 (2. 5mg, 0. 0 2 8 mmol) &THF (0. 
5mL) CIHU 1N-BH 3 -THF«(0. 56ml, 0. 56mmo 
1) Sill*., 8 0X5ICT2 4BHWW|iUfc. #fe*ifc**K:, 5N — NaOHa 
q (0. 5mL) ft**., 8 0 "CICT 5 ftMMtbfc. W&nfcWfcfclWa^ 
;VlCT»m (2mLX2), Sep-Pak-Dry (ffiA£i AUT^iS, ft 
fth'J^^-h'^r^) icflTWIU S&ICSCX (jR>Kx;i/-b 
SCX5 0 0MG) IC^Lfc. SCX^CHCl 3 /MeOH (1/1) US® 
WL (5mL) T?t5fe#U 2N-NH 3 /MeOHM (5mL) T*»ffibfc. ® 

6- C (4- ( C (6-*nn (l. 4-^tFnWy>-2-^) ) r 

Jfc*2. 3 mg, JR*19%, M+l=4 5 3. 0 
[0 4 7 6] • 
HSBS-fil 4 - 6 , 4-8—4-11] 

[0 4 7 7] 
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[^2 4 5] 

m 17 



Iup tjsmw.** 






MW 


M+1 


1 

1 


4 


10 


402.2 


403.2 


o 
c 


3 


16 


418.1 


419.0 


3 


8 


50 


384.1 


385.1 


4 


1 


7 


384.1 


385.1 


5 


7 


61 


362.2 


3632 


6 


3 


25 


502.1 


503.1 


7 


2 


19 


452.1 


453.0 


8 


1.4 


3 


432.2 


433.1 


9 


6 


12 


436.1 


437.1 


10 


2 


4 


4322 


433.1 


11 


3 


6 


434.1 


435.1 


[0 4 7 8] 









2- [ P-J\s*?-») 7§Sl tKDWx; C3,. 2, d] tf 

[##M5- 1] 

3- T ^ ;ft7x>-2-*^>i^W^ (5 0 Omg, 3. 1 
Smmol) (DT^by (3mL) y**S/T*- b (1 

0 3 8mg, 6. 3 6mmol)07th>(3mL)^I?:ttbt ^MtC 
t 10iW, «i"JAWn7K77^ (Hex 

/EtOAc = io/i) fci'JiiU 3- { C (7x-/i/*/i/#-/i'Tsy 

a * 

.jRg 8 6 6mg, JR* 8 5%, M+ 1 = 3 2 1 . 0 
[0 4 7 9] 
[###3 5-2] 

AUWKnWx; [3, 2, d] try^s?>-4-*>-2-^^P- 
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KOH (3 0 3 mg. 5. 4 mmo 1) ©EtOH (lOmL) SSJtKl, 3 - 

ij^Z/m^^^^^ < 8 6 6mg, 2. 7mmol)©EtOH(3mL 

OH (5mLX2) TfUMfrU WEETWibT* U 9 AH Knf*7 x 7 [3, 
2, d] tf U ^ — 4 2 -^^"U- h 
t!4 7 6mg, JR^7 9%, 

NMR (DMSO-d 6 ) : 8H 6. 85 (m, 1 H) , 7. 22 (m, 1H 
), 10. 41 (br, 1H) 
[0 4 8 0] 

2 -^f^tFn^7x; [3, 2, d] tfu^y>-4-*><o^ 
AUWFnWx; C3, 2, d] Ky5yy-4-*>-2-f*i/ 

- h (4 7 6mg, 2. 14 mmo 1) <D7k (1 OmL) Mel (13 

3 ,L, 2. Ummol) fcttftllsfe. MCT 3 BWIWP. «fmbfefifi«I 
I^iltbfc. * (5mLX2) T^U WffiTlWbT. 2 - K 
Knft7x; [3, 2, d] tfU ^^>-4-^->?:#fe 0 
JR*3 3 7mg, J&^7 9% 

NMR (DMSO-d 6 ) :5H 2. 49 (s, 1 H) , 7 . 2 6 (d, J = 
5. 4, 1H) , 8. 08 (d, J = 5. 4, 1 H) . 
[0 4 8 1] 
[##055-4] 

2- [ (l-Boc-4-tf^'J^^f;i/) 7^3 tKDWx; C3 

, 2, d] tT U ^ 2?>-4 

2-)lW^FDft7x; [3, 2, d] *U**:/-4-*2/200 

mg (1. 0mmol)^ant^M5mL) », 

i^lfS2 8 7mg (1. Ommol) fcaWfrTill*., MJCT 2 l»W«#*r 

So #&nfc*****u -fb^i-Boc-4-r^^^^^tr^y^> 2 
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35mg (1. lmmol) , b'JlW^O. 2mL (1. 5mmol) 
fttfdiglyme (diethylene glycol dimethyl 
ether) (5mL) %»tL*. 1 8 0«CT1 0»W* 

(lOmL) fc*!*., itXf^ (5mLX2) KlTttfflU SfcS* 

^7,- (Hex/EtOAc = l/H0/l) K1T»»U 2- C (1" 

^FDWx; [3, 2, d] tf 

Jj5t4 160mg, IR^ 4 4 % 

LC/MS (LC/MSD) : (M+H) +=3 6 5. 1 (**«) M- 3 6 

4 . 16 OSflfttf ) 

[0 4 8 2] 

[##W5-5] 

2- c (4 ^fo*** 31 ^ [3, 2 ' d] e 

2-1 l&Ct£VV -^-^bfeo 
jRI13 5mg, JR^9 0%. M+l = 2 6 5. 1 
[0 4 8 3] 
B0fc«5-1] 

&£l 8lC^i\ 

[0 4 8 4] 
[*2 4 6] 

^ 18 

frAttNaS- JRfi(mg) MW 

1 42 438.0 439.0 



[0 4 8 5] 



4 9 3 



ffii£# 2 0 0 3 -3 



#2002—1 13220 



CCR3^)lbT«at6K 5 6 2M£MV^, »JB«*^/S/9 A««Ji 

CCR3W5 6 2«, lOmMHEPES (N — [2-hydrox 
yethyl] piperazine-N'-[2-ethanesulfon 
i c acid], ^HBRLti) MHBS S^?£ (Hanks' B a 
lanced Salt Solution, WBRLtti) KlWBbfc* 
CDiC, f^t^lniMfc)!fc5J:e>K:, 1 mM Fura27thmW 

g/mi) fcjiv^ mft«4bcE>nm». xt**^>t*it* satiric, 

CCR3^3SK5 6 2«HflSS:m^^*e^abfc^©, *BlSrt*/VS/^A*ffi 
&86I)feU TIB©*K:J:yfflI«!l* (%) fcHmbfeo 
M$ (%) = {1- (A-B) / (C-B) } XI 00 

[0 4 8 6] 

*12 0~50%, 50%~80%, X\Z8 0 %JW_ttf)ISWfg bfeo 
1 0 <tM©iHt2 0%~5 0%<Z>GB*tg£^bfcfc-&^ : 
ft-&it#Nol-:l-7, 1-9, 2-5, 2-6, 2-8, 2-12, 2 
- 1 3, 2- 1 5, 2- 1 6, 2- 1 8, 2-2 1, 2-2 2, 2- 2 4, 2- 
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2 9. 2-3 1. 2-3 5, 2-4 3, 2-4 5. 2-4 8, 2-5 6, 2-7 
0, 2-7 1, 2-7 7, 2- 8 5, 2-9 6, 2- 1 0 0-2-103, 2- 
1 0 7, 2- 1 0 8. 2- 1 1 6, 2- 1 2 8, 2- 1 2 9. 2- 1 3 6. 2- 
1 4 1. 2- 1 4 6. 2- 1 4 7. 2- 1 7 6-2-180, 3-8. 3-55 
3 - 5 6. 3 - 5 8. 5-3 7. 5 -9 8. 5- 1 0 4, 5- 1 1 3, 5-1 
1 8, 5- 1 2 2, 5- 1 2 5, 5- 1 2 7, 5- 1 4 1, 6-4-6-6. 6 
- 8 

i o nM&mmK&^T 5 o%~8 o%<Dumm^^r^it^m 

ft-#T%##No I" : 1-3-1-6. 1-10, 1-11. 2-2-2-4. 
2-2 3, 2-3 0, 2-3 3. 2-3 4. 2- 3 9, 2-4 1, 2-4 2, 2 
-4 7. 2-4 9, 2- 5 1. 2- 5 4. 2- 5 7. 2- 6 0. 2-6 1. 2- 
64-2- 6 6. 2-7 3. 2-8 0-2-8 2. 2-84. 2-8 9-2-9 
1. 2-9 5. 2- 1 0 6, 2- 1 0 9, 2- 1 1 2, 2- 1 1 3, 2- 1 1 5 
, 2- 1 2 0, 2- 1 2 2. 2- 1 2 3. 2- 1 2 7. 2- 1 3 0. 2- 1 3 3 
2- 1 3 4. 2- 1 3 7. 2- 1 3 8. 2- 1 4 2. 2- 1 4 2. 2- 1 7 0 
2- 1 7 3-2- 1 7 5. 3 -7. 3 -9. 4-2 9. 5-2 0. 5- 2 1. 
5- 3 0. 5-3 6. 5- 3 9. 5-4 0. 5-4 2-5-4 5. 5-4 9. 5 
- 6 5. 5-7 2. 5-9 6, 5-9 7, 5-9 9, 5- 1 0 1-5- 1 0 3, 
5 - 1 0 8, 5- 1 0 9. 5- 1 1 1. 5- 1 1 5. 5- 1 1 7. 5 - 1 1 9. 
5- 1 2 1, 5— 128— 5— 13 0. , 5- 1 3 4, 5- 1 3 5, 5- 1 3 7 — 
5- 1 3 9, 5- 1 4 2, 5- 1 4 7, 5- 1 4 8, 5- 1 54-5- 1 5 8. 
5- 1 6 7, 5- 1 6 8, 5- 1 7 4. 5- 1 7 5, 5 - 1 8 0, 5- 1 8 1, 
5-183 

fc-£-^##N o 2 - : 2 — 4 

1 0 #M<5D$Ig^ 8 0 %^±(D|fi«fg&^bfctt'&$J : 

M^Nol-:l-U 1-8. 2-1, 2-14, 2-36-2-38 
, 2-4 0, 2- 5 0, 2-5 2, 2-7 2, 2- 7 5, 2-9 8, 2- 1 1 7 
-2- 1 1 9, 2- 1 2 1. 2- 1 24-2- 1 2 6. 2- 1 3 1. 2-1 4 9 
-2- 1 5 1. 2 - 1 5 3. 2 - 1 5 4. 3 - 2. 3- 1 3, 3 - 1 5. 3 -1 
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7, 3-18. 3-21-3- 2 3. 3 - 2 5, 3 - 2 6. 3 - 2 8-3-30 
3-32-3-3 8, 3 -4 2 — 3 - 5 2, 3 -5 9, 3 - 6 1, 3 - 6 2, 
5- 2 2-5 -2 9, 5- 3 1 — 5 - 3 5, 5 - 3 8, 5 -4 1, 5-4 6-5 
-4 8. 5 - 5 0 — 5 - 6 4, '5 - 6 6 — 5 - 7 1, 5- 8 8 — 5- 9 3, 5- 
9 5, 5- 1 0 7, 5- 1 1 0. 5- 1 1 4, 5-1 1 6, 5- 1 2 0. 5-1 
2 3. 5- 1 2 4, 5- 1 2 6, 5- 1 3 1-5 - 1 3 3. 5- 1 3 6. 5-1 
4 0. 5- 1 4 3 — 5-1 4 6. 5- 1 4 9 — 5- 1 5 3. 5- 1 5 9 — 5-1 
6 6. 5- 1 6 9-5- 1 7 3, 5- 1 7 6-5- 1 7 9, 5- 1 8 2, 6-7 
, 6-9. 6-11 — 6-13. 6-15 
fc&®m^K o 2 - : 1 
jb-^#J##N 6 4 - : 1 

2 (iM(DWkM~€ 2 0 %- 5 0 % CD PISfg & 5t b fc^m : 

-ft^#^N ol~: 2-156-2-159. 2-163. 2-164.3- 
1 4. 3-24. 3-2 7, 3-4 0, 4~1. 4-3, 4-4. 4-6. 5- 

1 5. 5- 1 6. 5- 7 4. 5- 7 5. 5- 7 7. 5- 7 9. 5- 8 2. 5 -8 
4,5-85 

ft^##No 2- : 5, 7, 8, 1 3, 2 2. 2 4. 2 0 0. 2 3 2. 24 3 
, 2 4 5, 2 4 7. 

2 mMC9M^5 0%— 8 0%C9ifiWtg&^t'fc'ff:'&#> : 

flJ^«##Nol-:2-1 6 6, 2- 1 6 8. 2- 1 6 9. 3 -4. 3 - 1 1 
, 3-16, 3-31, 4-12, 4-15-4-17, 5-7. 5-8, 5- 

1 4, 5- 1 9, 5- 7 3, 5- 7 6, 5- 7 8, 5- 8 0, 5- 8 1, 5-8 

3, 5-8 6, 5-188 

^$#No 2-: 6, 1 0. 1 4. 1 6. 1 7. 2 0. 2 1. 2 3. 2 9, 

1 9 6. 2 0 5. 2 2 1. 2 2 3. 2 2 4. 2 3 4. 2 3 7, 24 4, 4 9 5 
ft^WNo4 - : 5, 

2 fiM<Dm&~£ 8 0 %J^_tCOiaWlg$:^bfe^^ : 

ftlM«#No 1 - : 2- 1 6 0. 2- 1 6 2. 2- 1 6 5. 2- 1 6 7. 3- 
1. 3-3. 3-5. 3-6. 4-10. 4-11. 4-13, 4-14. 4- 
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18-4-21, 5-1-5-6, 5-9-5-13, 5-17, 5-18, 5 
- 1 84 — 5- 1 8 7, 5- 1 8 9, 5- 1 9 0 

fc#*#»No 2-: 1 1, 1 2, 1 5, 1 8, 1 9, 2 6-2 8, 3 0, 1 8 
6-1 9 5, 1 9 7-1 9 9, 2 0 1-2 04, 2 0 6-2 2 0, 2 2 5-2 3 
1, 2 3 5, 2 3 6, 2 3 8 — 2 4 2, 24 6, 2 4 8 — 2 5 0, 
flS^##N o 3 - : 1 — 10 
ffc^##N o 4 - : 2 — 4, 6—11 
[0 4 8 7] 

C C R 3 S^MM^tf) Z^r^y (Dlg&K.ft't & E&WtB©lB!l5t 

Y. hCCR3»5 6 2MM&VMmi>t=.Mmmmft^ 0. 5mg/mL 

KteZZoKTv^-Crtvyr- (2 5mM HEPES, pH7. 6, 1 mM 
CaCl 2 , 5mM M g C 1 2 , 0. 5% BSAlWT^VA 

U K*«2 5/tL, H®3*§?&5 0 MLOltC^U (&J£» 
^lOO^L), 2 5lCt9 0^>f>^a^-Mfe. 

bfc9 6 ^^;i/^>f h uy#7lfc«) MJSSfcft^-f 

iU 7-fH-t^977- (7»t^v7T-+0. 5M NaC 
1) 150<iLT% 4®a#bfe (»/t»;77-l. 5 0 *L B 
Jttbfe) o 7-f /l/*-ft*W». JftftS/^l'-*- (MicroScient 
-O, /^y^-hW ft> 1 fi^fcU 2 5 /* L-foiH^., ;t/# -_t<Z> 

[0 4 8 8] 

U hxtf 1 0 0 n g ft3sinUfcH#a)#? 
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PIW^ (%) = (1- (A-B) / (C-B) } XI 00 

(A : WMto&ta&WfrG>fsVyY> B : ^ffiffiKH hx**3r$/> 1 0 0 n g# 
fi|l*©*9>K C: [ 125 I] iithx^^i/X^^ib^OA^^^ 

h) 

[04 8.9] 
8 ] 

X## y *«S tl* CCR3 »«3WJ!lCDlB»3«E3feK:*r*r«*lllflS'&« 

[0 4 9 0] 

mOt&toZ* 0. 5%BSA^RPMI 1 64 0 (^BRLttH)^ 
tfc«) (20ng/mL) *mtt*><»*:. 9 ( 

[04 9 1 ] 

4 /l/*-&$f§6U 5 5 0 nmO^0)ig^V\ TflBO^KlTaMW* (% 
) fcUffibfc. 

jtyffll^g (.%) = { 1 - (A-B) / (C-B) } X 1 0 0 
(A : a»ft^*TfftaSftfeCCR3««Ll. 2*HIfi;fex;*-**^>T?*!I« 
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[0 4 9 2] 

CCR3tf>U CCR3 
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© c c r s ic*s^+ * £ * & * n§tt & # -** s tsa^-a** * & *> % c c 

TiB5£ (i) -e*s*i-&tr^ys?>«##, *©H5* 

[fls i ] 

(I) 



l 
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ffi fig a m m * 



SIBff## [000003001] 

1 . ^H^J! 0 1 9 9 0^ 8|28H 

ft ffi *BUfiP*BR***KHf*KriTB6#7# 

J3c * #A««S;£?*fc 



l 
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